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I I I I I 

HO^r"°Y HO^f-°Y 0 HC^V 0 HC^V 0 HO^Y°Y° 

HO^Y^' v OH HO v \^OH HO^'Y^OH HOf'Y^OH HO v \^ 
OH OH OH OH OH 

fr£7ll&£n3STM. •ftfcW-Z-Ar CjS^cSA r teT!B«g|Si¥ (B) 

^fatermmmmt (b) fr%m&i£n%mmtt\$mm<Dm*i~3mmisT^ 

teTtEffitts* (b) frzmRtsnzmm$ifcfomm<D&&i~3mmvT\,*T% 

io R^TtHfi^i^ (a) &*>miR : zn%mm$ifctemm<Dm* i ~3ittw 
xh^c 3 _ 8 ^uT)i^jm. ymmmmm (b) ^e,s^$n^^is^fe« 
0m<Dm^i-3mmvx^x^^c 6 . lo 7v-)im. rtmWkmm (a) a> 

DT;WI/S, £fcteTf3Bg|Sl¥ (B) ^e»^^tl-5IHffi*fc«^S©S^l 

15 —SMWbTViT^^ViC^a^D.TU— ;HT$?3 ; 

SJ&Si* (A) &AP^>M^ -hDS, ^T/S, **VS, -G 1 , -OG 2 , 
-SG 2 , -N (G 2 ) 2 , -C (=0) G 2 , -C (=0) OG 2 , -C (=0) N (G 2 ) 
2 , -S (=0) 2 G 2 , -S (=0) 2 OG 2 , -S (=0) 2 N (G 2 ) 2 , -S (=0) 
G 1 , -OC (=0) G 1 , -OC (=0) N (G 2 ) 2 , -NHC (=0) G 2 , -OS 

20 (=0) 2 GK -NHS (=0) 2 G 1 RCJ?-C (=0) NHS (=0) 2 G 1 TfeD ; 

mmmm (b> w\uy>m^ -hDi, yj;s, -g\ -ogk -sgk - 

N (G 2 ) 2 , -G 3 OG 4 , -G 3 N (G 4 ) 2 , -C (=0> G 2 , -C (=0) OG 2 , 
-C (=0) N (G 2 ) 2 , -S (=0) 2 G 2 , -S (=0) 2 OG 2 , -S (=0) 2 
N (G 2 ) 2 , -S (=0) G 1 , -OC (=0) G 1 , -OC (=0) N (G 2 ) 2 , - 
25 NHC (=0) G 2 , -OS (=0) 2 GK -NHS (=0) 2 G^mS-C (=0) 
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NHS (=0) gG^&O ; 
(±IEfi&S# (A) -BCa/yJi* (B) 

c 3 . 8 5/^D7iWs, twbs&»# (d> frZMR-zn&mm&tctemmiDm 

^l~3j@WbTViTfe<i:^C 6 _ 10 TU-;VS, TIBS^*!* (C) ^e>^R2 

)m. £tcfeTmm&mm (d> frzmR-znz>mm$itMgM<Dm*i~3mm 

15 &tztemm<Dm&i~3mmvT^Tib < k^c 2 _ 6 7;],5-- jvm, ymm^&m 
(o frzm&i£nzmm&frtem&<Dm%i~3m^VT^T%£.^c 2 _ 6 T)i 
*-jm, rmmm&m co ^e>M^$n^iwia*fe«MS©«^i~3MWb 
Tvvcfcck^c3_ 8 i^nx;wi/X, Tf3g^s# (d) ^e^snsiwpgs; 

fdi^i©S&l~3ilrbT^TfeJ;^C 6 _ 10 7U-JH, TIBfi^SW (C) 

^n7;^;n, £fcteT!B«m»si (d) ^m^n^mn^rcummom^ 

25 G 4 «TtBB^i»s¥ (o *^a^$n*raffl^jwa©aE&i~3fl#LT 
m®mm <o ^ny>g?, -has, sovis, t^vs, -g<\ -og 6 . 
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-SG\ -N (G 6 ) 2 > -C (=0) G\ -C (=0) OG 6 > -C (=0) N (G 6 ) 
2 , -S (=0) 2 G 6 , -S (=0) 2 OG<\ -S (=0) 2 N (G 6 ) 2 > -S (=0) 
G 6 , -OC (=0) G 5 > -OC (=0) N (G 6 ) 2 , -NHC (=0) G\ -OS 
(=0) 2 G<\ -NHS (=0) 2 G s X.tf-C (=0) NHS (=0) 2 G 5 T&«9 ; 

5 wmmm (d) w\at*>m^ -has, y7ys« -g 5 , -og 6 , -sg 9 > - 

N (G 6 ) 2 s -C (=0) G 6 , -C (=0) OG 6 , -C (=0) N (G 6 ) 2 , -S 
(=0) 2 G 6 , -S (=0) 2 OG 6 , -S (=0) 2 N (G 6 ) 2 > -S (=0) G«\ 
-OC (=0) G 5 , -OC (=0) N (G 6 ) 2> -NHC (=0) G 6 , -OS (= 
O) 2 G<\ -NHS (=0) 2 G*mS-C (=0) NHS (=0) 2 G 5 Tifc3o 

io msmm co ms/im (d) 

g 5 «c Le/JWi/S, c 2 _ 6 T;i/^n;i/S, c 2 _ 6 t;p^-;^ c 3 _ 8 >^ 

G^tJkmwi^ c^yj^jm, c 2 _ 6 y)\sjr-)m, c 2 _ 6 7)v*c-)vm. 

tec^^nTU-^T&tu {&u G 6 ^g^scfi{c1t^#ffiT-5«^|wi 

20 [2] Q^-Z-Ar 1 C5£*©Ar H3:TfE«J&SS£ (B) ^e>51^^tl§|w|S^ 
fdl|i0lll~3llbTWU^C e . lo 7'J-JH^!) ; 

25 .S^Mffi^^l-SiaWbT^Tfe^V^^^T^yS^O ; 
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HO^°Y° HO^°Y° HO^°Y° HO^ 0 ^^ 0 HO^Y°Y° 

HO*' ^Y'''OH HO v ' Y^OH HO^Y'' /OH H ° V * H0 * A 

OH » OH OH OH AX* OH 

5 mmmm (b) w\uy>m^ ~hum. ^ys, -g 1 , -og 2 , -sg 2 , - 

N (G 2 ) 2 , -G 3 OG\ -G 3 N (G 4 ) 2 , -C (=0) G 2 , -C (=0) OG 2 , 
-C (-O) N (G 2 ) 2 , -S (=0) 2 G 2 , -S (=0) 2 OG 2 , -S (=0) 2 
N (G 2 ) 2 > -S (=0) G 1 , -OC (=0) G 1 , -OC (=0) N (G 2 ) 2 , - 
NHC (=0) G 2 , -OS (=0) 2 GK -NHS (=0) 2 G 1 RtX-C (=0) 
10 NHS (=0) 2 G X T^D ; 
(±IB«m*^ (B) 4u 

G l imiitt (c) ^6«an*raa*fc«jwi©*«i-3«#bT 

ViTt>«fc^C 1 _ fl T;i/^;W3S, TfBgilS^ (C) J^6»iaftl*raaSfcWW« 
dfel-3«ll,THTfci^C M 7;Wr^ TIBttm*W (C) 

c 8 . 8 ^^D7Ws, tibb^ss (d) ^&«R$nsms^»wioia£ 
fti-3fl*LwbJ:^c e _ 10 ru-;i^ TfBmmsfe (C) 
ft£ mu 2zfz\t±gMv>M& l ~ 3 Lwt & ck v> c 2 _ 9 n T)V*c 
20 £7cteTIBg&»S£ (D) 3^6^*n*ITOSfcW»BI©aifti-3®fr 

G a «*saBB\ TtBffi&ss* (c) *6»i?sns^a*fcttai©is i - 
25 (o frzmR2nzmm&rcizmm<Dm*i~3mmvT\,*T%&^c 2 - 6 T)i 
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T^Th£^c 3 _ 8 ist7UT)i*)m. Ttmmmm (d> ^sit^n^^ 

*dt;m^5$, *fc«TlB«ms^ (D) ^e>^$tl<5|WiaSfc«SS0DS^ 
l~3MWbT^TfeJ;ViC 1H ,^DTU-;^TfeD, flU G^S&S't'fc 

g 3 tec ! _ a o ; 

wb^c^^Ji^MT*?), flu G 4 ^ff^s^t^#fe-r-s«^te 
(c) tt/\ny>*^ -has, ^7/1, t+vs, -g 5 , -OG 6 , 

SG\ -N (G 6 ) 2 , -C (=0) G\ -C (=0) OG«\ -C (=0) N (G 6 ) 
2 , -S (=0) 2 G 6 , -S (=0) 2 OG 6 , -S (=0) 2 N (G 6 ) 2 , -S (=0) 
G<\ -OC (=0) G\ -OC (=0) N (G 6 ) „ -NHC (=0) G 6 , -OS 
(=0) 2 G<\ -NHS (=0) 2 G 5 &tf-C (=0) NHS (=0) 2 G 6 T&D ; 

mmmm (d) w\ur>w&* -has, ^ys, -g<\ -og 6 , -sg<\ - 

N (G 6 ) 2 , -C (=0) G 6 , -C (=0) OG\ -C (=0) N (G 6 ) -S (= 
O) 2 G 6 , -S (=0) 2 OG<\ -S (=0) 2 N (G 6 ) „ -S (=0) G<\ -O 
C (=0) G 8 , -OC (=0) N (G 6 ) 2> -NHC (=0) G*\ -OS (=0) 
2 G\ -NHS (=0) 2 G 5 Rtf-C (=0) NHS (=0) 2 G 5 7?fe^> > 

mmmm <o ms/wz cd) 

GHzc^riwm, c 2 . 6 T;Pdr-;u^ c 2 _ 6 t;^-;^ c 8 _ tr >* 
G«tt**-*F, c^e/JWHs c 2 _ 6 t;^-;^ c 2 _ 6 t;^-;u^ 
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C3] we [i] [2] um<ov^s-)vmmfc&td<tt<Dtm^\ztfr 

[4] th'jCA/^3-7*i2aiM«fl?*5, Mia [3] mmomm 
'mm-, 

<t%-^(DMM(Di&mi&Q&wzmmTz>mmT&z>, mm [3] [4] 
io mwxDmmmi&m ; 

[6] ttmmm-bwmm, -k^ssam. mmtmig, mm.m^mm. mm^, m 

-f >7. U >]fcfe Mating ilnWXTD-ME i^hU^U-feU FifiL^ BW 

15 $n^ST^§, mib [5] Mm<Dmmw.i&m ■, 

[ 7 ] -i >X U >*R££it!3a2k «JR|fi^i§£> tf^T^M- FSjg, >X U 

•tf 1 1 mmm. v^^jv^^p—v i vis^m, y n^-r -»/}nx 7 
20 r*~tf- 1 Bum if u 3y>*x*u trismus, if;kn-x- 6 
7 r ^-if 1 — x - fc'x^T. y r ^— if tr;nf>^t: h 

if- 3 rf >m^f^- H- l, ><i^y^ H l 
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GB-7 6 1, fcf^o^k XDt^>H, Y-12 8, kKD^>/f;^ 

io nmmmm, > h u * &#*umm b ? >^-^~mmm. a pxtd-^ 

mmx, x>Htu>s»»7^^K sun* *;p->^Ajsaai, jk 
e&gna-ftjm ttwa . « 2 -t ni/tu >^73' 

**»J:D«*n*^<tfeiaoaBWftji^fc^:Ta:*, KTB [3] - [6] 
[8] 




20 G£*R 

~3fflWbT^Tt>a:vic 1 _ a T;i/^;i«, tibs^s^ (ai) frzm&tsnz 

t (AD ^5»3l^$tl^(SIfflSfe«Ma^S^l'-3^WbTViT ! b«fcViC 2 _ 6 
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itiwTfeiiiCj.s^nmjn, ymmtmm (bd it^mn^n 
. 9 AfDy^nmjn, ^7t«TEsmsn (b i) frzmfc-znzmm&tc 




*^il^n^ST^D, »Z A -Ar A C^4»©Ar A ^TfSfim»^ (B 1) 

io ^fc^Tias^ssi (b i) frZMRztiz>mm&tcfemm<Dm*i~3m& 

IWT^i^Cj.^fnT'J-JHT^D ; Z A te-0-, -S-X«-NY A 
15 ^l~3i@#LT0iTfe^V^#^m^T^/«-e^D ; 

T^Tfei^c 3 _ r >^D7;^;n, tibs^s^ (bd frzm&Ltsn&mm 
^fctegmom* i ~ 3 mm bxutii ^ c 6 _ 10 7u -;us> tibb^^ (a 

20 ^^dtjwh, sfcfcrrae&ss* (b i) frt>mw.znz>mm&frtemm<D 

g&s# (ad w\u5*>m^ -hum. isT/m. ^v^> -g ia -og 

2B . -SG 2B , -N (G 2B ) 2 , -C (=0) G 2A -C (=0) OG 2B , -C (=0) 
N (G 2B ) 2 , -S (=0) 2 G 2 \ -S (=0) 2 OG 2A -S (=0) 2 N (G 2B ) 
25 2 , -S (=Q) G 1A > -OC (=0) G 1A \ -OC (=0) N (G 2B ) 2 , -NHC 
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(=0) G 2 \ -OS (=0) 2 G 1A -NHS (=0) 2 G 1A £X£-C (=0) NH 
S (=0) 2 G 1A TSD ; 

fi&^S* (Bl) W\ntf>]£^ - hum, 5/771, -G 1A -OG 2B , -SG 
2B , -N (G 2B ) 2 , -G 3 OG 4 \ -G 3 N (G 4A ) 2 , -C (=0) G 2 \ -C (= 
5 O) OG 2B , -C (=0) N (G 2B ) v -S (=0) 2 G 2A -S (=0) 2 OG 2A 
-S (=0) 2 N (G 2B ) 2 , -S (=0) G 1A -OC (=0) G 1A -OC (=0) 
N (G 2B ) 2 , -NHC (=0) G 2A -OS (=0) 2 G 1A , -NHS (=0) 2 G 
1A mS-C (=0) NHS (=0) 2 G 1A T&<5 0 

mwkmm (ad ms/xiz (bd 

10 G 1A «Tf3fimS^ (C 1) »6SRSn«|in^Btt(Dift^3fltb 

t^t^&^c ^Tjwvm. rmmmmm (cd ^5SR»n«pm^» 

IWOISS l-3fl*I/TViTt»i^C l . l 7^r;«, TIB»^S# (CI) 

;i/S> Tiaems^ (cd ^6^snsiwsfcttjMi©a6ftr^3fi«-bT 

15 V>Tt>£^C s _ 8 ^D7;i/*;i/*, TfBfi^*S¥ (D 1) *&jHg£n«ma£ 
fcaJW(«*l-3mrbT^Tt>J;V»C e _ 10 TU--;V«, Tf2««i£ (C 

^D7M/Kfc SfeHhTOfftftStt (Dl) fr&rasn&nttSfcttM® 
S£l~3{@WLTV>Tfc£V>C 1 _ 9 '\7 : -D7U-- MT^D ; 

20 G» A «**«^ tibb&si* (cd* srasnsms^HMog* i 

-SWrbTViT^WCuT^/H, TIBam^ (CD *&ajRsn« 
l^a*^:«^ScD»& 1~3 IBt bTViTfeckViC 2 _ 6 T )Wr—M& TI2B&S 
» (CD )&^U?$n5B8t&ttaioS*l-3fltl,WTfe«kVJC, „ 

2 6 

7;U*-;i^ TiHB^^ (CD *6«R$n«n«^»Ma)X«l^3 
25 fi#bT^T4>cfcViC 3 _ 8 ^nT;i/^;H, TiBB&gi* (D 1) jfcSSftsn 

(CD *>5JB;sn5PiaSfcttSaoSSl-3ffltUWTfcJ;^C, 
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teM® <9S£ 1-3 mm UT v *T & J; v> c x _ 9 'vr a y U —)U&x*$> D ; 
G 2B te&SS> tR&EC-?, TIBffmS^ (CI) fr£>lliR£n£|ig®£fc«^iI 

(Dm&i-smmvT^Th^c^TK^m, rmmm^m (cd 

5 IB«m«# (CI) ^6a^$ns^ffi*^4SjttCDS*l-3WbT^T«bJ: 
ViC 2 _ 6 T;i/^n;^ TwBB^# (CD fr&ra£tt&HS£fc»;»tt®£ 
*l~3flfbTViTfe<k^C 3 _ 8 ^P7Wl/S, TfBfig|*S£ (Dl) 
StiR^ns |WIS££:te:^I<E>S£ 1 ~ 3 <W UT wrfc <fc C 6 _ ! o T u — 

io £^c 2 _ 9 ^u*s?u7fr*)m. ttteTtimmmm (dd a>&a&$n* 
mm&tc \smmo>&& i ~ 3 mm vx ^x % & ^ c x _ 9 ^ □ t u — jvmx$> d , 

G , ttC 1 .,7;i4MT?i&t) ; 

G 4A «TfB«^# (cd frzm&znzmm&r£\tmme>m& x~3mmv 
B&£& (cd «An$*>iiH\ -Fdi, z/ysm, ^vs> -g 6 > -og 6 

\ -SG 6 \ -N' (G 6A ) 2 > "C (=0) G 6 , -C (=0) OG 6 \ -C (=0) 
N (G 6A ) 2 , -S (=0) 2 G\ -S (=0) 2 OG 6 , -S (=0) 2 N (G 6A ) 2 , 
20 -S (=0) G<\ -OC (=0) G<\ -OC (=0) N (G 6A ) 2 , -NHC (=0) 
G 6 , -OS (=0) 2 G«\ -NHS (=0) 2 G 5 £XK-C (=0) NHS (=0) 2 
G 5 X£> K) ; 

m&mm (dd m\uz*>m^ nhDg/->7/s, -g 5 , -og 6 * -sg 6 

\ -N (G 6A ) 2 , -C (=0) G\ -C (=0) OG 6 \ -C (=0) N (G 6A ) 
25 2 , -S (=0) 2 G<\ -S (=0) 2 OG 6 , -S (=0) 2 N (G 6A ) 2 , -S (=0) 
G\ -OC (=0) G 5 , -OC (=0) N (G 6A ) 2 , -NHC (=0) G<\ -O 
S (=0) 2 G\ -NHS (=0) 2 G 6 Rtf-C (=0) NHS (=0) 2 G S X& 
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mmmm (cd <dd 

G'ttCx-.r/wwfc c I .,7Wr=j«, c 2 _ 6 r;^-;^ c 3 _ 8 ->^ 
g c^eJWi, c 2 _ 6 t;^-;u^ c 2 _ 6 t;^-;p», 

*-)Um, C 3 _ 8 ^D7;^M, C 6 . 10 7'J-;H, C 2 . 9 ArDy^D7jl/ 
[9] 




R 1A/ 



tit*, 

~3ittT^Tfei^C 1 . 6 7MM, Tf3g&SS£ (Al) ^S>jl3K£*i<5 

m (ad ^^^n-si^a^c^Ma^&i-s^wuT^T'fecfcVic, 

2 — 6 

x;i^~;i^ tibb^s^ .(ad ^e>M^$n§TOsrc«s@(D^^i-3 
MWbTUTfeO;viC3_ 8 >'77DT;^;i/S> Tfsg&gi* (bd frzmiRtsn 
z>mm$zrc}zgM<Dm& i ~ 3 mm ltut^ t> c 6 . 10 7U tie«3| 
*w (ad ^e>^^n^i^a*fc«^aoD^i~3j@wbT^T i fo e ki/ic, 

_ 8 ^n>^ D y;i^;^ ££fci:TiBB&gS£ (B l) ^Sll^n^S**: 
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irrtm&mffi (bd fr$miRtsft%mmkrztegm<Dm&i^3m&vx^T 

*>£V>C 6 _ 10 7U-;!^ £fcteTf3W&ggf (Bl) 
«SS©S$l~3M^rbTl'iTt)<i;ViC 1 _ 9 ^PTU-;i/STSD ; Z A «- 

5 o-, -s-x«-ny a - &*(DY A \z7mm^ c^Tj^jm^mm 

l-3MWbTV^Tfe«fcV^m^:T5y^ X«TIB«mS# (B 1) ^£>j!iR£ 
n<5lTOS;£:«S«(DS£ 1 ~ 3 fit bT^Tfeil^fii^y^ / STc& 0 ; 
R A teTf3S*&Si¥ (Al) ^^$n5I^S$fc}4it0^1~3fflft 
10 T^T^J;^C3. 8 y^Dm;H, TIBfiMSW (Bl) ^il^tl^S 
*fc«^a©»$l~3fi^bWT i fej;ViC 6 _ ao TU-;^ TfS«j«i£ (A 

*£l~3M#LWTt><£^C 1 _ 9 ^n;ry-;i^T&D ; 

15 mmmm (ad ^ad^i^ - has, .^v«, -g ia -og 

2B , -SG 2B , -N (G 2B ) 2 , -C (=0) G 2A -C (=0) OG 2B , -C (=0) 
N (G 2B ) 2 , -S (=0) 2 G 2A -S (=0) 2 OG 2 \ -S (=0) 2 N ( G 2 B ) 
2 , -S (=0) G x \ -OC (=0) G 1A , -OC (=0) N (G 2B ) 2 , -NHC 
(=0) G 2A -OS (=0) 2 G 1A -NHS (=0) 2 G 1A Rtf-C (=0) NH 
20 S (=0) 2 G 1A Tcb V) ; 

wmmm. (bd \t/\ut*>m^ -has, y7;s, -g ia -og 2b , -sg 

2B , -N (G 2B ) 2 , -G 3 OG 4A -G 3 N (G 4A ) 2 , -C (=0) G 2A -C (= 
O) OG 2B , -C (=0) N (G 2B ) 2% -S (=0) 2 G 2A -S (=0) 2 OG 2 \ 
-S <=0) 2 N (G 2B ) 2 > -S (=0) G 1A -OC (=0) G lA -OC (=0) 
25 N (G 2B ) 2 , -NHC (=0) G 2 \ -OS (=0) 2 G 1A -NHS (=0) 2 G 
1A mS-C (=0) NHS (=0) 2 G 1A T&£„ 

(wmmwt (ad ms/x\t (bd 

G 1A teTiEBJ«S (C 1) ^e>51^$n-5I^SSfc«MS©g^l~3f@Wb 
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w^c^th;^ tehum* (ci) »&«R$n«imi^« 

»S^l-3ifLTUTfei^C 2 . 6 W-m Tf3»«3* (CI) 
5 ^Tt>.±:^C3_ 8 ^/ 7 DT;^;i,S > TS3fim«^ (Dl) ^SM^SnsiTOi; 

y^D7WS, ^fc«Tf2B^»i^ (d i) frzmiRt£nz>mmtt\zmm<D 
io G 2A «*mim tsb«^*p <cd* zmRisti*mm*ittimmcm* 1 

-3itUWfcJ:^C 1 _ e 7K;iA TiBg&Si* (CI) 

mmtt\zmm<Dm&i~3m^vT^Tib&^c Si _ 6 7)i5--)i^ rmwmm 
m (cd frzmR2n&mm&rcfemm<Dm&r^3mmvT\,*Th&\,*c 

2 6 

TVWtovat, TfEBt«i£ (CI) j6>6W^*tl*Wa*fcJ3M©«*l~3 

15 mmLx^Tb£uc 3 _ 8 >>t7UT)i3r)i^ Ttmmmm (dd ^s®?sn 
mm (cd ^sim§ti5^i*fc^©s$i-3ifLWTfciVic, 

2 

. 9 Afn^nmm *fclCTlBBitaS«t (D l) *S5W*3n«5H«fc 

20 G 2B «&1», **flft% TfBffi«# (c 1 ) ft&mSftsnm-fcttMl 
©3S*i-3ffl^rbTWb«fcViC 1 _ e T;^;ws, TIBS^s^ (ci) ^e,^ 

«*n*w«s&ttjwoi*i-3«ri/Tv»ttiVic l _ a 7^=^ t 

IBfimSW (CD *^S|R$n*|^a^J3»SC!)SSl~3fflWLTViT'b«i: 

^c 2 _ 6 7)v*~)vm, T&mmmt (cd t^m^n^wAt^tssmo^ 

25 §l-3ifLTlriT i b<t^C,. 8 ^DmM, TfB«&«l¥ (Dl) 
n«5 i^SSfe^MSCDS^ 1 ~ 3 W LT ViT <fc C 6 _ ! o T U — 
TfB«&*# (CD ^e>il^$tl§^Sfe«MacD»^l'-3<@#UTViT ! b 
«kViC 2 _ 9 ^Pvi7PT;^;^ SfcKtT8B«ift£!g (Dl) *6»RSn5 
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(ci) ttAny>jH^, - bum, ^r/m, ttvm, -gk -og 6 

\ -SG«\ -N (G 6A ) 2 , -C (=0) G 6 s -C (=0) OG 6A -C (=0) 
N (G 6A ) 2 , -S (=0) 2 G<\ -S (=0) 2 OG<\ -S (=0) 2 N (G 6A ) 2 , 
-S (=0) G 5 , -OC (=0) G 5 , -OC (=0) N (G 6A ) 2 , -NHC (=0) 
G\ -OS (=0) 2 G<\ -NHS (=0) a G«2tt*-C (=0) NHS (=0) 2 
G 5 T&D ; 

mmmm (dd «ad$*>«^ - has, isTvm, -gk -og 6a -sg 6 

\ -N (G 6A ) 2 , -C (=0) G 6 , -C (=0) OG 6A -C (=0) N (G 6A ) 
-S (=C0 2 G\ -S (=0) 2 OG 6 , -S (=0) 2 N (G 6A ) 2 , -S (=0) 
G 5 . -OC (=0) G 6 >. -OC (=0) N (G 6A ) 2 , -NHC (=0) G 6 , -O 
S (=0) 2 G 5 > -NHS (=0) 2 G 5 £X£-C (=0) NHS (=0) 2 G 5 T& 

(mmm (ci) m$/x.\* (dd 4., 

G'ttc^eT;!^;^ c,.,^;^ c 2 _ 6 r;i/*;=:;i^ c 3 _ 8 ^ 
g c 1 . i T;WMfe c 2 _ 6 x;i^-;u3S, c 2 _ 6 t;^;vs, 

G eA tt««ak **k^, c^.t^px, c 2 _ 6 t;ht-;i^ c 2 . 6 t;p 
c 3 _ 8 ^dt;1/^;us, c fl _ 10 7U-;n, c 2 . 9 atd^d7^ 
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*&Wiz&^T. c^emMia, x^;PS, yoif;^ < 

i~6 (Dmmw&rzfefcfrfrnwoyji/irjm^^o c 2 _ 6 x;ht 

3 . 8 '>^nmMi[t ->Zw7u¥)m, ^d^;h, X^n^x^U 
15 7>, Tv'U^X Xi£5^XX IfDUvX -f S*VU5>X tWJ>, tf 

^u>>x tr^xx ^vvz?>m^m*ktEnz>, mmm^ mm**** 
zfisgmm^fr zMtR-znz mm^r^tmm<D^um^ i~2 

©^ic^03~8*^6^\xn^^nr;^;ws, Xtex^o/v^x^jt ^> 

wrv—M tt&rv—M y^h^v-M 7?4f>&&e>m3iznz>s mm 

tf U 5 Xtt 6 ^©^f#^©^3mx«^^^L 

Uy«, l-T^Ui?=JW6, 1-T-k'^x;^ l-tfnU~Xx;i^ fcWJ 
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svas, i—i^/vv=y\& 1 - tr^^-;^ tf^yu>?-;^ 1, 
2->?fc Fntry>>>- 1 -- i, 4-s?t Hntru^>- i — ovx»<o. 

5 K 3-8JHR©miS»aiJR75/**^5. l — f ^ 

^/u;i/S, i-tfnij;i/i, t^/y;^ i-fh7\/UM, 2-tfun> 

-1— f;P3£, 4-lf'JH>-l-^S, 2-^*V-2/f-fcrU^>-i- 
<i)VM, 2-ttV-2H-¥7i?>-l—1}\,m. 2-^y-6//-fcfU^ 
>-l— r;i^, 6-^V-6/f- CI, 2, 4, 5] — rh?5»-l-' OV 

15 & ^>^M)m, tf/\*D-r;^ ^>v)Vtt^%)itf-)m&<D-i&mizmm 
^ h^->^^;^ r±^)m. ^ov-um, tr/to-f;i^ ^>^;i/^ 

25 ««a£s^"5. 
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TM3 

1) Mtz 

2) ^{rjJCC-C 




Ar A &*<DAr A Rzsz A \mmtmcmm*b-o) , imbjuugb (ad ^ 
(b i) frzm&isnzmm&tctegMvm&i^smmvT^T 

fcf v;i/^^*5cfc^a! -d - 2 -x^v-^pn tf ^ y >-;u:*^>*^ 6, 

h^Wv'SMiST^D ; R 1B teMf2«$IXS¥ (Al) 

fasms^ (ad ^^^n§iwia^«Maos^i~3j®wuwT i fej; 
mmw&mm (bd frzm&tsnzmm&ttytgmnm&i^smtiLTtex* 

J:^C 6 . 10 7'J-m MfBfi&gi* (Al) a>5M3R$n§R®£fc«||ffiCD 
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5 MfB-iss ( i v) T^^nuh^m^, ^ffsmmm^ 7kmit*vm± b u ^ 

*»ia©iWE-«a din T*sn*fc^*aest*5 

20 Th7kh*D77X »x^;k rat ^-n & cDs^sji^ w& c: t 

^©©5fli^t-7 8t>Hfi»H&ara&?K Kmmmfemm-rzmmm 
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IS 3 

«ttfcl^^r*CfcfcJ:DaWBcDlWE-HK (I I I ) TS2n3fl^%£ 
ME-«5S (III) T?«*n*lf9y- < n4W»*MBHW (VI) 

«a (vi i) ^sn*7;^;wafflftfflv^T, 7&ttmi4>, «*fe^#A, 

x*/-;k i, 2-^h^>x^x fh7tFD77>> jv, N-&*m> 
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Dfttt***, ilSl 0^-1 HWTfcS. #Sn&tW3-**5£ (I I) T 

115 

Mta-i^ (i i) ^2nzit&M*T)wvm7k^m<D&m&mz&^T 
-^m\zmmisnz>jjmzm\ wm6M0Mm*m:i,it.n* >&mzmc. m 
(vii) -v^n^Tjv^rMmi^m^x. *Fmmm*. mpts/V 

«fct>* #^©ffiie-M (I) T&i<ftz<t^&W&'?ZZ:ti)*v%2>. %Q7k 

h ^ t h* a 7 9 >> *n e. q^mh^ £ *m\fz> z mMt lth 

UTW, #J*«» TirhxhU;K x^y-;k 1, 2-^h^>x^>, 
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>m^&V ; R^C^X^^T&D ; A r 2 teftifE«j«# (Al) 

5 mmmmmt (b d ^sa^^nsrafflsfeja^itos* i-3fitbTwt> 

cfcVi»»^l«75/*T?*e) ; L^MgB r, MgCh Mg L Zn I, Zn 

Br, ZnClXli'J f^A^T^ D ; X 2 tejypiM-?, ifcfcllC^OA D£* > 
• IT?T$>ip ; Z Hi-NY*- <DY A Wmm^. C 1 _ l 7Jl4M"*fctt# 

®*T&§) T25t);Ar A > R 1A R A , Q<\ T c &£ltKZ A KmfB<hI?3D«iJfc£ 
10 fco] 

ISA 

IWB-«tt (VIII) T««n«ftfi«*, 2f&l) IWE-HBK (IX) Xtt 

(x) T^$nsYb^t> Tfimmm** ykmik±hvv&, mm* wake 
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x« (x) Tssn^^t, *Fmwm+* mm-t^v^ thu^^r 

*>A^CDM^i:2, 2' -b'X (^7i-^7^) -1,1' -\Z*)-7?-)\, 

izEom&ttm^xm&is^zz.£\z&r)mi-i$c& <xi n T^n^-ar 

mm-rzmnmm^mm, M^M^^^ic^o^^^ jisi^-ibp^t^ 
§ 0 ^2^^e»ti^>^tt^<hbT«, w*tf, at, iv->?^^;uT 

10 -fchX^h\ h;ix>, ^h^t KD^^x ^n£<D^^&££^f3;i£ 

a&8B-*85* (XII) T^tl^b^^, -fomw^KDV 
15 5x>>A,7Kiiffb^v:/^^^ 

MfB-flSsS (XI I I) xmishzlt&MZmmT&Z.ttf'VZZ. MtcSIS 
fc&^T/B^ ZnZTffeVkmmt: tXH hJH>, rh7kFD77X 

H&fB-flssc (xii) TS$n^^%^T;^ujP7K^0^ow^^f^vi 

T-^^ffl$n^>7jfe«V^ST^^<tfcc±:D, H&fB-«5£ (XIV) 

25 Tteu x^y-M r-khxhu;K fh7bHn77>, 
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Mta-te (xiv) -vmtEnzfc-etm^ ^mmmm^. 7km4kv^v<uT)i 

ffit-§i^#jR^m^M^^«i:^J:DM^-5^®^3 0^1BTO§„ 
10 X@E 

MIB-^ (X I V) X^tl^it^^ M^X^^tt^^, 

m/\n¥>4kmk*m^T/\u¥>fc?%zt\z£vmm~f®3 l (xv> -m^n 
^^%^it-r^>iii^#So ^^xhK^z^xm^^n^mmmm 

»R« kj&m&^j: d^&s^ ®^3 o#~i Bmx$>& 0 

XMF 

tute-fes (xv) xm^n^t^^, ^m&mm*. y^mitv^uArji^ 

T&;i£fc££itu;i2-feS(xi i DT^^n^b^&igjtt-^eit^-e^^o 

Mttfcfoiz&^xm^znz>7Fmm.mm£vxte. wut, hpxx ^h^tH 

25 4>i§i& M3T3 0#~1 Bmx&2> 0 

Mts-^ (xi 1 1) xi&i£nz>ik£rM^ *y>mkm>w*?-)V7.)i>** 
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fznfc*ft 5zt\z&vnm-~Mi& (xvi) T^nz>ik<&M*mMT %z\t& 
& K]&M.mf££\z£.r)m£z>&, 3iS3o#~iBPfn?&3o 

ISH 

mib-h^ss (xii) x&znzfc&m*, ^&mm*, ymitv^^vfu 
io %>z.t\z&.Y)mm-wc£> (xv i ) x^nzik&M&mmTzzttfx^&o m 
7?>. ^%*x >^x^;i/x-^;k ^ne»©s-a-^/fet^w^ct^# 

^»*SE, ^Mm^^fCcfc 0 ffi^ 3 0 #~ 1 B P^T^^o 
15 Ifil 

ttri3-fe£ (xvi) T^^n^b-€r%tt5fB-^: (xvi n xmznztf 

'J-t-;W, Reformat s k yUM^TcWJ^A^M^ ^m$mi& 
*xm&ts-&z> ztiz&o mi&-®& (V) xm^n^h^m^mm-T^ £ t^T 

m^mB^mz^xmmmmthxm^^n^, ^ftmntm—mss: (iv) 
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Ar A , Ar 2 , L> R 1A > R<\ R\ Q<\ Q>\ T<\ T*\ X 2 , Z^&ZtZ 1 
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«&tB-*8st (viii) -v&znzfc&m^ 7&smm*. xmwrv&r 
mib-is^ (xvi 1 1) T»m2nzfc-&w%mm'tz>zti!>ST:%% 0 m?c 

&££<£9M&3;^ S^3 0#P B 1~1 BP H lT&3 0 

10 1512-^^; (VIII) T:misnz>fc&W*7JlU U JP7K^^(D^^fc*3 
ViT-^^^^n^^^V^M3®-r^,^i:tJ;D, fljfB-^ (X I X) T 

bTte, x^y-;K T-feh~ >u;K ^h^t Hn^^x 

1 B^T^^o 
X@L 

2o MiH-iss: (x i x) x^n^it^m^ ^mm®^*, tk^u^^at^ 

#:^©M7C^J$fflViTS7n"r^e:«h(Cj;DS&fH-|S^: (XV I I I) xmi*n%fc 
^M-r^M^R^^ £/&^&£fc£D||&<5^ 0#~1 BP^T& 
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«wb-«sc (x i x) T&tstizft&m** *mmju&Fmmm+* m/a&* 
*©»t«jM*-7 8t:hk«met*d, amn»ttffiniR 
-r^eiifcckDMiB-^: (xvi 1 1) T*mznz>fc<&<®)&Mm.Tz> z 

tl?D75x mt*^V>, x^/-;k «i6©a^»||Ea:^«W*ct«s 

t^<5 0 *©K*«ra«-7 8t;Hi«aflET*D, tMatt)rr«mf 
iio 

*WB-*5t (xvi 1 1) x7>i^o$?^?MM 
^&BMb*ff3Jittej;e}iWB-iHa: (xxn Tassnsfc^fcttffrsci 

±f2Mb^^*5 v^xffi ^ e»n^>^te?ti® <h h;kn 

*©»6jWfa»-7 8rHBHMET*e», Etfrnta^rsm* 

16 P 

. tflrsa— «sc (viii) T^snsft^s, TOtt«ttSE*, *3Wbhu-fyy 
-rsrtfc^DMfB-te; (xxn -«$n*fl3^»*tta«c:t3ftM?**. 
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5 

Awe— ISA (xxi i) Tmznzit&yo^ ^t^mamu^ ^m^h^ 
v^T*^ic««ft*Ar*j:tfc±DiWB-Hi« (xxi 1 1) rmznzfc 

15 ?*JimM**Nk RJKMfcgfciOSfcSj&t, MS3 1 SWT**. 

miia-«: (xxi 1 1) ^mtEti&4k&wtt3r~>m.fcv >msN, n-*j* 

^•JV^JVAT^ F£JBV>fcV i'lsmeie r Kjfcmz&V) MkTZZt 
K:«fc?)ffiB3--«95£ (XX I V) Tf^n^lf ^-;i/T;i/^t: HIHftt&S&rr* 

20 z\ttf-v%z> 0 *;v$;i/«ii^^tffi^&n§iitLTH M*.tf> at, at 
xns 

25 Mia-i^A (xxiv) -e^$n^>^#f^, ^^mm*. a-^hj^ 
t\z£Y)m&-MBZ (xxi) T&t£nz{t^*9mrzz.tifi-e&Zo 
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zmnwm^mm. Bn&mmteaiz&Qmtzztf. itio^iHMT^. 

5 X@T 

tm-&& (xxi) T^^ns^^tMiB-^ (xvi i) xmistiz!? 

V~*—)VttM* Reformats ky^fcttUf^AI^^ TOttjSii 
4»T#B^$^*^tte«kDMI3— Ufei (XXV) *T?*$n*'fb^to*«36'r*Jl^: 

fc<fc jIS 3 0 1 HOT?**. 

X@U 

tuia-fet (xxv) TS^n§{^*^, 77«t©^^fjpx;^-> 

mtttfro £ <h{;:J; Dffff3-fe£ (XXVI) T^nSib^^gBtT-S 31 

t^-^o ±mm^Km\z^xm ^ti^y^mmt ut^ m^ji h;wx>, 

. x^v 

MIH-^S: (XXVI) TSfcSttfcfc**** 3r*fcl) ttEHBSfi (IX) X« 
(X) ^SHISSHfcK TKifffl^HJ^A, UfflfcjtJU^A^ 

25 ®^©#ftTX«##^T«-a-$iir^,5&\ #W;fc£8s2) WIBHteS (XI) 
X« (X) T?g$n5ft^«lt, TOttja«SE(fi, iSfflHzs^A* th'J^fer 
f-^h^^H^f©iQ|©fipfiET, Ml* (^>> 5 U^>Tiih» SVt^S? 
#A«©ffl$U:2, 2' -t£X (y7i-KX7^;) -1, 1* -tf^73MU 



WO 2004/113359 



37 



PCT/JP2004/008695 



.10 ZOSW 

tffiB-fec (xx) T^$n^Yb-&%tMiB-fe?: (xvi i) -casnsify 

x^— ;HtHi, Re f o rma t sky^fcfi'Jf'JAI^I^ 33Sf£i&i£fcf» 
T|ffr£i*§C£K:J;Ofufa-flS^ (XXV I) T»*n^-&**«Jfi"r*Ct 

MfB-^s; (xv) T«$n»-fb^4fct«nE--«5i (xvi i) T?g$ns^u 

20 x*— ;H6B& Re f o rma t sky^fcftiJfyA^ 

-e^$#Sdtk:J;DMia-^ (IV) Ta$tt5fc^£§^T3;i<La*T 
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15 



(XXVII) 



38 



R-NHNH2 (XXVIII) 



.N-N 

4 A' . 



(xxix) 



N-N 

(XXX) 



,1A' 



0^0 

Q V>-T 



CX.O 



3 1A' 



3 1A' 



(XXXI) " (VIII) 

R°, R 1A , Q D , Q E , Q F , T» T E ^J;OT F «tLrS3^I^C^$feoD 
Iga 

S6iE-*85£ (XXVI I) T«Sn*^^**«nB-|85S:- (XXV I I I) T-g 
&T*fc«##^Tfc^$-&^,ti^J;DMIB-|^ (XX I X) T^^tl^tf 

bTfct **^hUt>A, ^hU»7AT$H, IW^-hU^A," ^-hU 

»7Ax mzmtfz c: tjftiT?**. ^^HtmHueurrt 
t>> mmmmuaTzmwrn+im* Rfmm^a^r)m^^ifi. mm 0 

urn is 

MIB— (xxix) TS$n^^%^ % ;r%H£&iK*« x;V7'j;p^d»j 
fflViTApy><h:-rsc:tic:«kDMia-^ (xxx) T**3tt3fl^to&«$Brr 
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Mi2-j&5£ (XXX) T^nSffr&t/^ i£S(D#ftTXte# 

**^v^T*^fcffm*«A«j:tfc*Djw«Htea: (vim -wsn 
WfC-tt* (xx 1 x) Trssns^t, Ttsffim** &*<^&Txfct 

l«*fflV»T*^K«»t»xr*Ctfc'J:DI(nBHK (XXXI) 

tbTtt, fclfcfcfc *S(Mt:±hU«>A, th'J^75K, ^g^hU^A, 
£/£MSfc£K:«fc9mfc<5^ 0^W-1 BRIT?* -5. 

ZEfSfi 

IWES-«Si (XXXI) T?«*n*<b^»fe, TOte*»*, a-^^U^i> 
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tfc«ke)iwa-«a (viii) TSsnsft^ftsmtsni^t'S. An 

y><bS>Sfc*V>TffiV^tl5TOtt»iK4:bTtt, 08;JLfc£ hJHx rrh^t 
#fg0J©MIE— flW (III) TJSSttSfttefcfcfck &Oj&>©53g£te# (if 

77a>giiM) ^#£-r<5^\ «nE-«a din *«sns<f&&ttte:w:ftF 

15 a*«K:fw*n*«[t-r*j:i3&tT** 0 zw&vtmtvxfc. mm. jut* 
mm. sw&mm, mm. mm, v >m^ofmii<Dwtmm. *m. 

?Lm, u>m ^;k$^>gt r^/^^>mm(D^mmt(Dm<mm, 

**)V) T^y^^x t;i^x>, u^v^^rttttttcfwrattLft^act 
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n©^ntt«:*ffiffl lt feck < , ©^attfr©ffl^nr*oT t>«t>tt 

Sfc£fcfc&W-**«at T5/^ < fc0t^;^>r^ »&TOn§l£(± 

_ 6 y;i/n^> (c 2 . 7 7y;w at c 2 _ 7 T;vn^^;^-;p (c a _ r T^;w 
at C 2 _ 7 T;Pn^^;^-;^ C 1 _ 6 T;Un^v- (C 2 _ 7 T^n+v^;p^- 

;» s> ^>iAr;pg, (c 2 _ 7 T^^-» *rP;i/3S> i- (c 2 . 7 7vm 
x^;w», (c 2 _ 7 T;P3^^;i/^-;w ^s^^vi/at i- c (c 2 _ 
tW+^m?^) *-*v0 xs^Vat (c 3 . 7 ^D7») 

l- [ (c 3 _ 7 ^D7M;W t^>AM?=w 

sttm c a _ 7 r~>;pat (c 2 _ 7 x^;» at c 2 

_ 7 T;i/n^^;P#x;i/ (C,_ T 7->;W at C 2 _ 7 x;U3^#;i^-;i^ Cl 
_ 6 t;U3^^ (c 2 _ 7 y;k^>#;u#-;w at *>iAf;wt (c 2 . 7 t^;v 
**^)-^^;i^t l- (c 2 _ 7 7<>;i^**» x^;wt (c 2 _ 7 x;i/34-># 
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jm, (c s . 7 ^D7M;v) ^v#;i/^x;kt^*^;i^ i- c (c 3 _ 
^*«firr**tbTW:, wtfct (c 2 . 7 t^;p^-» ^^;i/g> i- (c 2 _ 

- C (C 2 _ 7 t;P3^^;^x;W x^;m, (C 8 . 7 ^o7W) 

^^;i/^x;p^v^^;^ l- c (c 3 _ 7 ^D7W) 

yptf^-x;^ ^u;p«, -f y^U;Wfc rtUVA*. tf/W;^ ^ 
6 0ja«B«*fcttfe^^n«©T;va^^s COT, c^r^n^st^) 

T«m$tlfe±IBC 2 _ 7 T^;i/S^^V^ C 2 _ 7 T)Va*i/%)Vi£-)\,&tn., * 
^*;W3j?x;u3£, n^^i/^^^x;!^?© 3-6 MM<D->^ ay a 
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u^>^jm^\ 1- (C 2 _ 7 7y;^y) x^i^te, ±I3C 2 _ 7 T 
^^^g^te, ±IBC 2 _ 7 T;i/n^^;^n;i,STO-am^n 

^jimtu. ±mc 2 _ 7 T)vn*i/%)i7$-)m^o-wm:2tLr£ i -bHn+y 

x^;i/SSrv^o (c 8 . 7 y^n7W) ^>#;i^x;i^£fct MSB 

-J«TO-f i^tlfck HD^y^?J«Sl^\ 1- C (C 3 . 7 y/7D7^ 

**W©WB-H« (i) T^^nst?7y-;USI##:^ TE©»< 
S GL TB«fP^«BKIIIC^T. Btfjfck h S GL TB»fP««SftUfc. *n 

ftjfatt, MftAtt. fflfefc #MBt#, m& g*, * 
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«SttJf9tt& «MIB«* t'^T^hm -f>7'J>»»®fi|, SGLT 

tf i via$^ yn^-r >?-n-»^7.^7^— if- 1 Bias 

. JT8F»r£fflS2k D-2KcKy */) — )V (D-chi roinos itol), 

i5. yv*y>&imm*^v-3mmJ ?)v%*>m«7^\s- i, ^;^^> 
T^u>rrf-7.h, t;u p^sapmiiiK, »^t»ftam (ad 

vanced glycation endproductsJMil^n 

20 >^;UT>^rf-x K 6?H?NF-KBiam IllMftiililv JV- 
7 Wfl:- o - ij >^ b - 7>/y k-^^^ (JV _ a c e ty l a t e 
d-a-l inked-ac id-dipept idase) mMM, -i >X U > 
<iEfcSH^-I> Jfil/h1SS^^ftH^ (PDGF) > JfiL/J^S5fe^SH^ (PDG 
F) PDGF-AA, PDGF — BB> PDGF— AB) , _h& 

25 iimS^ (EGF) % ffffiftftH?, tf^n^fiSiffc £U5», 

1 -^^I/t^h-O, EGB-76L bf^E^D^E;!/ (b imo c 1 om 
o 1 ) , XDf+yF (sulodexide) , Y- 1 2 8, b h*D^^^;V 
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5 win, fcttMv -#w&&&&m®M. -3?>tii 

#x:?xxk tfofiuhttafc S»£j£ia£3k mieilfrKflsm mt;p;&y<ffcSH$ 

20 t «fc D > -bfB^S©^B&Xf»^±ffiiD^^±cr)^j^^§ # § - 

25 mk&®\Z&\,*X\Z.Jc<D7 U XW©Xttte©JBl^«jfcf|^E$n*4S[S^ 
OiOy^iJ^/X ?)W)*V>+hVVJx* GI-262570, -f^ 
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U^V> (isagl itazone) , LG- 100641, NC-2100, 
T-l 7 4, DRF-2 1 8 9, CLX-0 9 2 L CS-011, GW- 1 9 2 
9, $^U^/>, X>^U^/>^hU^A, NIP-2 2 1f©W^>V 

k gw- 9578, bm- 17074 4^© 
5 ^)vttz/ v—kmrnmsmt^mw a y^-x b , gw- 409544, krp 

-2 9 7, NN-6 2 2, CLX-0940, LR-90, SB-2 1 9 9 9 4, 
DRF-4158,DRF-MDX8 ^<D^)ltti'V—&mmMte$i'(k^'fc a 
/r7^ K ALRT-2 6 8, AGN-4 2 0 4, MX- 6 0 5 4, AGN 
-19420 4, LG- 10075 4, ^1tn^> (bexarotene) § 
10 ©I/^y^FX^7^-Xh, mSUtfV*V>, ONO-5S16, MBX 
-102, CRE-1 6 2 5, FK-614, CLX-0 9 0 1, CRE-163 
3, NN-2 344, BM-13125, BM-5 0 1 0 5 0, HQL-9 7 5, 
CLX-0 9 0 0, MBX-6 6 8, MBX-6 7 5, S- 1 5 2 6 1, GW- 5 
44,AZ-242, LY-5 1 0 9 2 9, AR-HO 4 9 0 2 0, GW- 5 0 1 

15 5 1 6m<DJt<Dm<D<i >7s u >m^m^m^m^f^n^o -r >x u >m^mm^ 
rnzimmm. mmmm^, mmm^mm> mm&. ^>xu>m, m 

20 TS-&*ct^6s»^,illiPtiS*,?a-r >X'J >ifnM<Dmm\z3E\z&&L\,\ 
ffl8kUB.WM£ tTtt, T*;i/7^-X, ^U#-X, 5^iJh-Jk CKD — 
7 1 LX5^Ut-K MDL-2 5, 6 3 7, #3-^U^-X, MDL-7 3, 
9 4 5^©a-^;Vn^y-ifM^ AZM— 1 2 7m<Da -75. 

t?^y^-f b'H££LTte, ^x>j}n;I/5>, ^r/*;i^>, h*;i/^ > 



WO 2004/113359 



47 



PCT/JP2004/008695 



mwfzn*. tr^r^-r mzimmm, Htm*. 

h^wens. ^>xu>»»fijwitt t imnui^ mmm 

ermmomwizft* v < , ^tzmm 0 mmt&m >x u >frw*mmzi±z> z. 

tiz £ 0iMHt*«T3f**c ttJMK HMMrcDASlcXidffftbV). 

S GLT 2 BMFfcfcl/Ttt, T- 1 0 9 5 £M£>, #Hf¥ 10-237089^ 
4MB, WI2 0 0 1-28 8 1 7m N i, WOO 1/1 6 14 7^, WO0 1 
/2 7 1 2 WOO 1/6 8 6 6 04MB, WOO 1/7 4 8 34^ WO 

0 1/74 8 3 54MB, WO 0 2/2 8 8 7 24MB, WOO 2/3 6 6 0 2^ 
WOO 2/4 4 1 9 24MB, WOO 2/0 5 3 5 7 3 4MB, WOO 2/0 6 4 6 0 
64MB, WO 02/06843 94MB. WO 0 2/0 6 8 4 4 0 4MBtteft<Z)ft£- 

4Wf*m*wT6ti*. sGLT2^ift mzimmm, wmmm^ mmmntm 
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?)V*=?>&®fc7'>*d[-Xh£VT\^ BAY-2 7-9 9 5 5, NNC- 

92-168 74&mtfe>tu 4>xv>&mi**^'wmm±isT)& ter 

-17411, L-783281, KRX-6 1 3^iflmVf?>tU hV^^JV 
Ifi«tbm UCL - 1 3 9 7£&ii*mvfe>tU ^7*^J)V 
5 ^^—VlvmmmtVTfes NVP-DPP7 2 8A, TSL-2 2 5, P 

- 3 2/9 8m*mtfzn. y*n^ >^u^>^y 7 ^^£- 1 Bmmmtv 

Tte, PTP-112, OC-8 6 8 3 9, PNU- 1 7 74 9 6f»f^ 
if\) 3^>/JsX^iJ y— ^fBMmt LTte, NN- 4201, CP-368296 

0$*mf*>n, 7)v?7 h-x-m777^HfB«tum r- i 3 2 9 

10 1 iWmfttU t!;Hf>m^b:Hny^- i£IM#3li£bTte, AZD-7 5 4 
5^*?W JFF^jgr£IS«2££LTkt FR-22565 9fWf&n, ^ 
=f >«^^ H - 1 Mm®- £ x^-fe>> ? >- 4(exendin-4), 

c j c- 1 1 3 ^;^rf>^y^H- 1 7^httxn 

AZM— 13 4, LY-3 1 5 9 0 2$smvfP>tU 7$'J>, T5U>^ft:*fe 
>^^^^-if- 3 =f >»^^5=- K - l fit, ttlc&MUfc 

X/1;H/X^7 K ADN— 1 3 8, BAL-AR 18, ZD- 5 5 2 2, ADN 
-3 11, GP-144 7, IDD-5 9 8, 7j?UX#yb* V;Hf~— ;k 
h(ponalrestat), UlMxX^y h (r i s a r e s 
tat), if^-l/X^y h (zenares tat) , h (m i n 

25 a 1 r e s t a t) , * by;Utf-— ;^ AL- 1 5 6 7, -f^ h ( i m 

irestat),M- 16209, TAT, AD- 5 4 6 7, VtfJVUZ,* y K 
AS -3201, NZ-314, SG-210, JTT-8 11, V>\*)VUX* 
(lindolrestat) 5*15. TVU H-^J87n«*ia«5H:, 
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»5j5«Mkai4&^ia^tbTtt» tfu F^-y-^x 0PB-9195, alt 

5 -94 6, ALT-711, «lf^y5>>*aW*tf *SttMbft*£ftB 

yn^-T^^-— eClBWlibTtt, LY-3 3 3 5 3 1, $FX^iJ>«| 
10 tmf Sfts. yp^-f CB**|& »^4l»R:«^mi^jfidi 

15 tf>^We>tl, g?H?NF-KBifi^l,TH 5***U#*A (d e x 
1 i po t am) ^«#{-fe,n, IBKiMWfelWfcllft^tUTtt, ^S^l^U^ 

m & UTtt, GP I - 5 6 9 3*jW*Wr&*U #;i^>R|*fl:fc UTWU *;|/ 

-^>, ttiwtt*;^>, *-fbi^al?*;p-^x st-26 

20 1 mwmfttvb. ztizomk < >x u >mm&m^~ 1 , jiumramjhb 

HD^v'-l-^^fc^>h<X EGB-7 6 1, ft^Dt;K.XDT^-> 

25 h ij £^ ^7;U^f>t h U D/U^?> ( l o v a s t a t 

AzMtl4^ SC-45 3 5 5, SQ-3 3 6 0 0, CP-83101, BB-47 
6, L-6 6 92 6 2, S-246 8, DMP-5 6 5, U-2 0 68 5, BAY 
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-x-26 78. BAY-1 0-2 9 8 7, t^AX^^^l/^A, 
&^>%)Vz>"7&* nU7.hu> (colestolone), ^;UA*X^^> (d 
a 1 v a s t a t i n) , 7v"f^-h, */tX^>> ^U;U/\*X^5 1 > (c r 
ilvastatin), BMS — 1 8 0 4 3 1, BMY-2 1 9 5 0, >fV>n 
5 X^>, *;WN*X^^>> BMY— 2 2 0 8 9, ^;WtX^> (b e r v a s 

t a t i n) ^w^nso tHn^r^^;^;^u;i/nx>if-rAAj@7cj^ 
7y-K z/y-uy^y^-b, 9V;yj77-b. Zuy^yy-K yuy 

15 ~K ^A7^7*D^k xn7^7*7-h, KU7>f^~b, DX7>f7*7- 
h, ^A^^^^-h, "T^^ K AHL-1 5 7^?&$#tfe>ft5o 7^ 

20 y-feu h**«T*-er*nfc^6, Rnufc Khy^y-ty r^a-Att 

3,-THU^-y>5WF»T^r:^htbTWU BRL-284 1 0, SR-5 
8611 A, ICI-198157, ZD-2 0 7 9, BMS-1 9 4 44 9, B 
RL-3 7 3 44,CP-3 3 1679, CP— 1 14 2 7 1,L — 750355, 
25 BMS-1 87413, SR- 59062 A, BMS -2 1 0 2 8 5, LY-3 7 
7 6 04, SWR-0 3 4 2SA, AZ-40140, SB-226552, D- 
7114, BRL-35 135, FR-149175, BRL-26830A, C 
L-316243, AJ-9677, GW- 4 2 7353, N-598 4, GW- 
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2 6 9 6, YM17 8m*mvf&tl&. /3 3 -y >g&&73-* Hi, 

E-l 2 2, MCC-14 7, PD-1 3 2 3 0 1-2, DUP-12 9, U-7 
34 8 2, U-7 6 8 0 7, RP-70 6 7 6, P-0 6 1 3 9, CP-1138 
18, RP-7 3 1 6 3, FR- 1 2 9 1 6 9, FY-0 3 8, EAB-3 0 9, 
KY-4 5 5, LS-3 115, F R- 145237, T- 2591, J-104 
127,R-755,FCE-2865 4,YIC-C8-43 4, T/^>^^(a 
vasimibe), CI-976, RP-644 77, F-139 4, XJWzs 
^^(eldacimi.be), CS-505, CL-283546, YM-1 7 
E, tf-x (lecimibide), 447C88, YM- 7 5 0, E - 5 

3 24, KW-3 0 3 3, HL-0 04, I7j^y (e f luc imibe) 

**fi»T*Jii:K:«k0jlii*=iwx5 l P-;PftfiT***c:t^6, iWifafe ft 

^»^-hU^A, KB- 2 6 l l^wrsn, ^I/X^n-;i/®jRpi$mtb 
tM^yK ATL-9 6 2, AZM-13 1, RED-1 03004^ 

;M^WS*l, X^7P>^«Itl<i:tT^ SDZ-2 6 8-1 9 8, 
BMS-1 8 84 94,A-8 7 049,RPR-1 0 182 l,ZD-9 7 2 0, 
RPR-1 0 7 3 9 3, ER-2 7 85 6^W^tl, -af>iWtlt 
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X ii3l/t^7A, GT-1 0 2-2 7 9*g^tf£ft, ?"hU*A#ttfiit 
»h^>X#-*Hfi**£bTtt, 2 64W94, S-8 9 2 1, SD-561 

3^t^fe,n> ni/7fn-;i/X7f;Hsl^>/^i^tbxft pnu- 

1 0 7 3 6 8E, SC-7 9 5, JTT-7 0 5, CP-5 2 94 14^W5 
H=>ifeaj*ttWI, -fenh->73'-xh (#f-5HT 2C -rrf-xh) , /;kr 

3 

?>^7^"7h, ^5y3;^>g*flfcrrfnxh (#}:MC 3 -RTrf- 
7K MC4-RTrf-^h) , a-^7n>»Wi^x n2K>-;r> 
K7>7i^5>-^al/-rKf, 7 >7^ijy K T*^fn-^>/^^, x> 

3k>Xh^->7^-Xh (#tCCK-A73-7h) , a^ah 

-a-nf»X y— /t>*x —3.— u^fj- HYT>^zf-^ K 
tWK^H7>^a*zxh, ^7->7>W-7h, X?->-n>± 



10 
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7^^7x>7^7$X 7oc>^;U7^>, itt^h5§>, ^W>^^;p 
«B«ibTll 77n\>*> % GW-3 2 0 6 5 9^W^ J )\/TYV 

7z>? ^^ ^>^x^>, **7>:7x*£>, 7x >^h5^ 
7x»h^, i?x^7*n^X 7x^7n/v«-jl,7$>, #u*> 

vuyzxmtmszn, ^/^>r^-xbtvx^ er- 23 o, h^u 

15 GT-2 3 9 4«***r&tu lo^X U^>iiiM**fc i 4^> 5MWT 
^-7htbm LY-3 5 5 1 0 lW^, ^l^->Xh^~>Tzfnx 
h.(#{CCCK-ATrf-Xh) tVTte, SR-146131, SSR-12 5 
18 0, BP-3..2 0 0, A-7 1 6 2 3, FPL-1 5 84 9, GI-248 
5 7 3, GW-7178, GI-181771, GW-7854, A-71S78 

20 ®W n> ^ D ,7fFY7^^ h am SR-1 2 0 8 1 9 
-A, PD-160 1 70, NGD-95-1, BIBP-3 2 2 6, 1 2 2 9- 
U-9 1.CGP-7 1 6 8 3, BIBO-3 3 0 4, CP-6 7 1 9 0 6-0 1, 

j - 1 1 5 8 1 4*tfiwfzti*. tmmmt** mztwtmm, mmmm.m 
25 mmrmm, Tru-AGmmmatL mue, s^mmft*^ mm, mmm 
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uju, T^-feyu;k w&^^-J'vm ^==:/u;k uw^iuk ^-r^yy 
5 u;k ^xtf^^u;K ^7t*^ij^ h7>H^yu;k vy^y^vjv 

mm^JL^zy^VJl (mo exipri 1), W>5^ryu 

fM£x> F"*:/^— tffi*S*£ bTte, # xV\° h U ^- K MD L - 1 0 0 2 
10 4 0, 77yFh'JJI/ (fasidotril), irAAhU^— K GW-6 6 
0 5 1 IX, $4 i ir>yu;i/ (mixanpri 1) , SA-7 0 6 0, E-4 0 
3 0, SLV-3 0 6, X^FhU ;^^^n5, 4"ttX> K^^^-ifffi. 

^xT'Dir^x /t;Hr;i^>, 5";i^tr;i/^x <;w^ir;i^>, exp- 3 

17 4, L-1 5 8 8 0 9, EXP-3312, t;P^1fj^>, ^Vir^X 
KT-3-6 7 l,.GA-0 113, RU- 6 4 2 7 6, EMD-9 042 3, B 

r- 9 7 o i^we,tis 0 7>v*r>-» 1 1 Bk^fatetrmte. mztmm 
^>^±v>^mmmm.^mtvxit, cgs-3 1447, cgs-3 5 0 6 

6, SM-l 9 7 1 2^#^6»n,X>F-feU>^#:T>yxfxxhi:bT«, 
L-749 8 0 5, TBC-3 2 14, BMS-1 8 28 74, BQ-6 10, T 
A-0 2 0 1, SB-2 1 5 3 5 5, PD-1 8 0 9 8 8, ?±>& >^ h U 
25 >)A(sitaxsentan), BMS-1 9 3 8 84, ^;i/ir>^> (d a r 
usentan) , TBC-3711, tf-fe>^>, >j- h U (t 

ezosentan), J -104132, YM- 598, S-0139, SB- 
234 5 5 1, RPR- 118031 A, ATZ-1993, RO-6 1-17 9 
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0, ABT-5 4 6, X>7il>^>, BMS - 2 0 7 9 4 Otg&mtf Stl^o £ 

QD^H, ^>y;i^>?h\ ^^P^T^H, -f>^A5h\ MJA^h\ 
*7)V^K h\ x^^U>»> h^feSF, t!l/^-h\ 7Dt$H, 

:/**xh\ j*3^^>, #>WHfcfrU*A, ^KD/5^hX MJTAy-U 
X 7$;7^'J>, «S'>^^->, LLU-a, PNU-8 0 8 7 3A, -f 

T-fehV^ h\ 7^/5^ FR - 1 7 9 5 44, OPC-3 1 2 6 0, 
vAV^X 1 ixivaptan), *tt3XA^>j&*pfcf&ns. mm&Z. 

mzimmm&ffim. muse, 5 #m<tmmz&$ii,<, ^rcrnm 

>, w/t;v-5?tr>, ^<->?tfx ^m^x^tfx ^x^tfx 
^tf>, xhi^>^trx =7is?t:x x^A^trx 7xo^>, ^;wt. 

T*t?;ux^tfx 7^tr>, ifcHA^x^ifx w^;Pi?tfx «$>;i^r-£ 

te> <>^A^h\ t^hF77yX IttH77^X #K^S?X 

u—M 7f7D-Jk h7"DD-;k #;w^p— ;k x:/^i?p-;k 

iitu^DD-jk ^tf^p-;K ti^^vD^k tf>Hp-;k 
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>K7$>^W5tl, WttHBItl/TIt I^Hf^tRWWSn, a 2 
-7 Hl/t U >S$*7^ h t L-m It^DryX ^^;i/HA, CHF 
-1 0 3 5, WmifT^>Xs M^7>77^ (moxon 
i d i ne) , D7i^>i?> (lofexidine), 4SBfe^U^y— 

Ufc^LTte, ^TK^hU^A, i7X>^U^A, ^X>^hU^A^ 

^tf&n^o ctizvmmm mz\mmttf&m, mm<Dmmiz^L^ e 
-r >x u >Mcmai. XftftBex, tf^Tjj-r fx, -f >x u >^mw©w, 
x k -r >x u >s^^^—etnjaai, h u itt&jw*-??-?*— t? 1 1 

MX. ^;^rf>^y^H-i % ^;i/*=f>«K^F-l«W*:, W*=f 

7)v v—T.wjmmm&m. n^m^mm^mmm. ^u^>^±—acmm 
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i/Mi^sfm ±&*tmH^\ *«&sb^ ^;i/-^>^ 

tfU^X 5-tKD^>-l-^^;vty>h^X EGB-7 6L t: 
^P^;k 7Dt^>H, Y-12 8, 7>S^>5/>*lttWfiWiS % 
5 x> K^/^-HOMW, 7>S**-3P>^> I I Mrasftx. X> H-feU 

MfMem. mom*. t^T^hm -f >x u >5Mwetsi, sglt 

JFPBF«f^ffll«, D -2K P-f y h-;K ay>^SW^t- if- 3 
m7WW77#-*£ I Vim- yDfi' >^D^>^7 1 B 

25 mmn. trv py>*x*u 5-ait«, a^a-*- e -**7r*~t?RM 
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<, -r>xu>««t««wu t^T^-rbm -f y >$HMBMk sglt 

S G L T 2 -f >x U >X«-f >X U >^#\ =f >g&#7 >5> 

io i bi&«& ay>*7*!J 7— wa«, 6 -*x^ 7 ^-if 

tsziym^^Y- 1 rrf-x k 7$u>, 7^u >gjgtfk y^u>yrf-x 

20 temsnzo z\<D^mmthxu, t^j, »m h^^> 
n?jm «h& *^-t;«d, miuz m&mxms)-* bum. , mm. 

■ znznmMmimte* ^<ttim\zfovmm±mmtsn2>mmz£ vm^tzm 
25 mi mmi mat®, mm. mmi mmu mmmu mmnu mmnu % 

flaw, mmi *smL ^-r^otmi mum* mam. mmi &nm± 
m. #mu mi, mmi mmi mmimitzaomm&wfaw&m^Tim 
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(i) ^sn5^is&^0ii^i:ff§$n§E rtv>tt*ns©:/n 

^nS^gpg4o^ A1 B^fc&SfcteO. 1-10 0 OmgCD^fflT, 

fiUlBS&DIKaO. 0 1-3 0 OmgOifflT, -0* 

* i bi& smi NTatfirf ©t httjtfc:*w-*^*/t^->s5^r^9 7 -c* 

$2H& t h SM I NTIWSif#Stt^t^77T$S. Mmt*^ 
^-a-D^^Untr^/^H (a-MG) «ei*flHt (%) -ft, fttttttfeft (m 

(#%mi) 

th'J9AX^>H (2 3g) ©x^^-;i/ (l 5 0mL) Mtxh^^^ 
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fV>7D>8i?X^K3 2. 7g) MV^n^kH7^> (11. 2g) 
Sr^MTjD^., 8 0 "CT? 4 B#ra8BfcU $ £ fc 1 0 0 *CT? 2 ll#!HHfc#L&. SJftig 
□«2mo 1/L» (3 0 OmL) fc&tT, ISlnfc&TKTgfcRgL ifxf;i/ 

: Wx^;i//^\++h>= 1 / 5 ) KTttSI-r * £<!:K:<kt> ®|BflS<&% 10.5 
X H — NMR (CDC1 3 ) 6 ppm: 

1.35 (3H, t, J=7.0Hz), 1.48 (6H, d, J=6.7Hz), 4.20-4.40 (3H, m), 7.60 (1H, 
10 s) 

C##M2) 

s-yat-s-tHP^i/- 1 — ry^ntf^tf^y— ;i/-4-7j;^>mx 
3-kKn^>-i- i > yyptf;vtf^y-;v-4-^;i/3^>^x^;i/ (10. 

15 . 5 g) &mfc*^u> (1 0 omD \zmmu ^w^tn-^u^zl^k^ 

(14. lg) *JnA, iII:T6^F«l,fe. »3ETIMi*S*U ft 5 

>=l/5) K:T»«-rsctfcJ:t)«C{b^fe5. 9gS#fc, 
X H— NMR (CDC 1 3 ) 5. ppm: 
20 1.39 (3H, t, J=7.0Hz), 1.44 (6H, d, J=6.6Hz), 4.37 (2H, q, J=7.0Hz), 4.60-4.80 
OH, m), 8.34 (1H, s) 
(##M3) 

3-^>^;i/^->- 5 -yn^E- 1 — -f v^ntf^tf^y*— 4 

25 5-Vn^-3-t Hn^->- i--f y7 p Dtf;ptf^y*-;u-4-7j;i/^>m 
X^;U (5. 8g) i^m^U^A (3. 5g) iV-y^^MMT^ H 

(5 OmL) fcjRj»S^ JkJ^a^T^^^DSH (2. 7 6mL) 
^i&fcT6I^WS^Ufc. Rftm-Smiklmo 1/L*» (1 0 OmL) £&^> 
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- mmmm : b^x^;u/^^>= i > 5 ) fcT»it-r * ^tic^o «©r&& 

5 1 H— NMR (GDC 1 3 ) 6 ppm: 

1.35 (3H, t, J=7.1Hz), 1.42 (6H, d, J=6.6Hz), 4.30 (2H, q; J=7.1Hz), 4.60-4.80 
(IE, id), 5.32 (2H, s), 7. 20-7. 60 (5H, m) 
(##094) 

3 -"S>5W5f*^- 5 -yot- 1 —f y^n if;ptf 4 -#;u#> 

10 & 

3 -i>V)Vtt*s- 5 -7*d€- i — f yyn tf;utf 4 -#;m? 

>mx.^)V (7. 7g) *l, 4-^^+h> (19mL) fc«$-tt\ 2 0%7K 
BWb^-KU»>A*»tt<i 9mL) £in;L, 1 0 0ti:T8lfF«lfc,Mi, 
M^§2mo \/l.Wfc (1 0 OmL) te&^f, @1^x^;!/T?lftttJLfc„ W 

1 H— NMR (CD C 1 3 ) 5 ppm: 

1.43 (6H, d, J=6.7Hz), 4.60-4.85 (1H, m), 5.34 (2ff, s), 7. 20-7.65 (5H, m) 
(##095) 

20 Z-^>-J)V^zy- 5 -^-4-th'D^fJV- l ->f y y°n \Z)V- 

3 -^>^^'>- 5 -T'nt- 1 -<y^Dtf;nf ^y-^-4 

>m (4. 6g) Srh7hHD77> (3 OmL) ligit, MtmT^> 
-fh7hHD77>^ lMTh7tHD77>jjftt2 lmL*«TU 
25 fcTll$Wat#L,& 0 £ffi8^»**J*U 7K5 OmLWlfc, iWlmo 
1/L« (2 OmL) SflTFU WKx^Tjflffibfc. #^S^tSlP^7KT 

U 7 A * n v h y j - (jgffilim : mk^)V/'\tt>= 1 / 5 ) 
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1 H — NMR (CD C 1 3 ) 6 ppm: 

1.41 (6H, d, J=6.6Hz), 1.51 (1H, t, J=6.1Hz), 4.43 (2H, d, J=6.1Hz), 4.50-4.68 
(1H, m), 5.25 (2H, s), 7.20-7. 60 (5H, m) 

5 mmme) 

3 -^>>?;i/^v- 5-yn^E-4-/}s;p^;v- l — tv?u\±)i-\H-\f. 
5 V— )V 

3 -^>^k<M^>-. 5 - ^Dt- 4-h H n*>^5P;i/- l — r V :/n tf;p 
-lH^V^S—JV (3. Og) *mc*^V> (3 0mL) (C^U 
10 T-®tffcV>#> (4g) ^nA, 5 OrfcTlBtr^^b^io 

X H— NMR (CDC 1 3 ) 6 ppm: 

1.44 (6H, d, J=6.7Hz), 4.55-4.75 (1H, m), 5. 34 (2H, s), 7. 20-7. 60 (5H, m), 
9. 75 (1H, s) 
15 (#%M7) 

3-^>yM^>-5-ynt-4- CkHP^> (4 h^y^Jl) * 

3 -^>^;u^^-5 -^pqE-4-^;i/^;i/- 1 --ry^ntr;!/- i//- 
¥^/-)V (0. 7g) $rh7.tHD77> (5mL) itmMU ^M^T4 
20 -^h^>7iz;i/-7^>^D5^rh7kFD77>^t(0. 5mL 
/L, 4. 3mL) £#n;^ tfll:t.l^F»Lfc. M^M^t^*©lgftl^ 

tHi§ig: t- h7tHD77» KT^SIir 3 £ £ iz& D 4HI2fc^ 0 . 6 g £#fc„ 
1 H— NMR (CDC 1 3 ) 6 ppm: 
25 1.40 (6H, d, J=6.6Hz), 2.65 (1H, d, J=7.5Hz), 3.79 (3H, s), 4.45-4.65 (1H, 
m), 5.15-5.35 (2H, m), 5.66 (1H, d, J=7.5Hz), 6.83 (2H, d, J=9.0Hz), 7.20-7.45 
(7H, m) 
(##M8) 
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3 -^>$^t*v- 5-^0^-4- CtFn*~>(2, 4-^h^>7i- 
X H — NMR (CDC 1 3 ) 6 ppm: 

1.39 (3H, d, J=6.5Hz), 1.40 (3H, d, J=6.7Hz), 3.05 (1H, d, J=6.6Hz), 3.76 (3H, 
s), 3.79 (3H, s), 4.45-4.65 (1H, m), 5.15-5.35 (2H, m), 5.91 (1H, d, J=6.6Hz), 

6.40 (1H, dd, J=2.3Hz, 8.6Hz), 6.42 (1H, d, J=2.3Hz),' 7.15-7.45 (6H, m) 
(###19) 

■iJV) -lH-\f.^/—)V 

3-WM^'>-5-^D^-4- CtKD+y (4-^h+y7x-;W 
-l—(V?u)d)V-lH-\fi7V-)V (0. 6g) *mt*?-U> (1 

omD izmmu immtT-m4fr?>tf> co. 5 g ) &%q^ so^ti 
mmtmvrco ^mm^mk, z>m*MEE.Tmm?z> z. t \z & r> mmt^m ( o . 
4g) 

'H-NMR (CDC 1 8 ) <5 ppm: 

1.47 (6H, d, J=6.6Hz), 3.86 (3H, s), 4.60-4.80 (1H, m), 5.23 (2H, s), 6.87 
(2H, d, m. 9Hz),. 7. 15-7. 40 (5H, m), 7.81 (2H, d, J=8. 9Hz) 
(##M10) 

3-^>^;P^~>r-5-^n^-i-^yyDtf;i/-4- (2, 4-^h^v 
X H— NMR (CDC1 3 ) « ppm: 

1.45 (6H, d, J=6.6Hz), 3.61 (3H, s), 3.83 (3H, s), 4.65-4.85 (1H, m), 5.15 
(2H, s), 6.33 (1H, d, J=2.3Hz), 6.49 (1H, dd, J=2.3Hz, 8.6Hz), 7.00-7.15 (2H, 
m), 7.18-7. 30 (3H, m), 7.38 (1H, d, J=8. 6Hz) 
(###11 1) 

3-^>^^^-i-<y^ Dt f ;l< ,_4_ (4-*h^>^>W;i,) -5- 
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3-^>>?;i/^^-5-^p ; e- 1 — r vyntf;i/-4- (4-* h^r->^> 

lAOM -li/-tT7V/-;i/ (4 3mg) , (14mg) , fifflttlVV 

A (2 lmg) £AT, AT-i^Wl/T-fehT^F (5mL) fcS»Si2\ I1T2 

•rSCtfc^bSIBBfl:^ (2 4mg) 
10 X H — NMR (CDC 1 3 ) 5 ppm: 

1.42 (6H, d, J=6.6Hz), 3.82 (3H, s), 4.40-4.55 (1H, m), 5.31 (2H, s), 6.79 
(2H, d, J=8,8Hz), 6.82 (2H, d, J=7.9Hz), 6.99 (1H, t, J=7.4Hz), 7.10-7.45 (7H, 
m),. 7.67 (2H, d, J=8. 8Hz) 
(##0iJl2) 

15 3-^>>?;^^>-4- (2, 4-&*h*$"<>*MM -i-Vyyntf;i/ 

-5- (4-pt Y*r^7^/*=/) -1H-¥?V-)1 

ttjfc~rz>mmmn&m*T. #%m 1 1 tmmco^mzTmmit^m^mmvrcio 

X H — NMR (CDC 1 3 ) d ppm: 

1.40 (6H, d, J=6.5Hz), 3. 58 (3H, s), 3.73 (3H, s), 3.79 (3H, s), 4.35-4.55 
20 (1H, m), 5. 25 (2H, s), 6.25 (1H, d, J=2.3Hz), 6.37 (1H, dd, J=2. 3Hz, 8.5Hz), 
6.66-6. 85 (4H, m), 7.10-7.38 (6H, m) 
(#5*0913) 

3-^>^;i/^>—4- (2, 4-&*b*zs'<>*MM -l— i-yyntr^ 

- 5 - fcWJ >V - 1 H- \i^/~)V 

25 ttjfct&mmmn&m^x, p%m 1 1 tm^^mzx^tm^m^m^vrco 

1 H — NMR (CDC1 3 ) 6 ppm: 

1.40 (6H, d, J=6.5Hz), 1.45-1.75 (6H, m), 2.95-3.25 (4H, m), 3.64 (3H, s), 
3.83 (3H, s), 4.65-4.88 (1H, m), 5.08 (2H, s), 6.35 (1H, d, J=2.3Hz), 6.45 
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(1H, dd, J=2.3Hz, 8.4Hz), 6.85-7.00 (2H, m), 7.10-7.30 (3H, m), 7.38 (1H, d, 
J=8. 4Hz) 
(##M1 4) 

3-^>^;i/^^-4- (2, 4-i?*h3r>"<>"M)l>) -i — rv^Ptr;u 
- 5 - tf^vu;i/- i //- tf ^ 

1 H — NMR (CD C 1 3 ) .5 ppm: 

1.42 (6H, d, J=6.6Hz), 3.62 (3H, s), 3.80 (3H, s), 4.20-4.45 (1H, m), 5.26 
(2H, s), 6.26 (1H, d, J=2.2Hz), 6.33 (1H, dd, J=l. 7Hz,. 2. 5Hz), 6.39 (1H, dd, 
J=2.2Hz, 8.5Hz), 7.10-7.30 (5H, m), 7.33 (1H, d, J=8.5Hz), 7.70 (1H, d, 
J=1.7Hz), 7.77 (1H, d, J=2.5Hz) 
(##«15) 

1'— (4-*M^>5>;» -5-71/^-1, 

*?feaH*T 3 ~*>*?)v***s- 1 — r yyn tr;i,- 4 - (4 -*h*i**>*M 

)V) -5-:7x/*$/-l/f-e^/— ;i> (2 4mg) CD^h^tFD^^> (4 
mL) MSSiTLfc. IfilCT3f|^l 4 SlKiB^to^fci 0%^x>^7jc 

®£?U #5nfc«jfc&x*/--;p (5mL) fcggb, *}&8I#T1 

U **©^S«flET«*r*Ctlc'«fcD«Bfb'&* (lOmg) 
X H-NMR (CDC 1 3 ) <5 ppm: 

1.35 (6H, d, J=6.8Hz), 3.42 (2H, s), 3.74 (3H, s), 4.20-4.40 (1H, m), 6.69 
(2H, d, J=8.5Hz), 6.85 (2H, d, J=7.5Hz), 7.00 (2H, d, J=8.5Hz), 7.05 (1H, t, 
J=7.5Hz), 7.15-7.40 (2H, m) 
(##M16) 
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l-^ryyntf;p-4- (2, 4-&*h*Fi"t>VM -5- (4-*h=*->;7 
x/^» -1, 2 - S?k PD - 3 - t> 

1 H— NMR (CDC 1 3 ) 6 ppm: 

1.31 (6H, d, J=7.0Hz), 3.39 (2H, s), 3.75 (3H, s), 3.77 (3H, s), 3.78 (3H, 
s), 4.15-4.35 (1H, m), 6.30 (1H, dd, J=2, 6Hz, 8.1Hz), 6.38 (1H, d, J=2.6Hz), 
6.70-6.90 (5H, m) 
(#%#J1 7) 

1— (2, 4-'^h^^>5?JW 

2- ytKn-3/f- tf^y_ ;l/ _ 3 _^- > 

1 H — NMR (CDC1 3 ) <5 PPm: 

1.26 C6H, d, J=6.6Hz), 1.30-1. 90 (6H, m), 2.86-3.10 (4H, m), 3.63 (2H, s), 
3.77 (3H, s), 3.85 (3H, s), 4.15-4.40 (1H, m), 6. 40 (1H, dd, J=2. 6Hz, 8.4Hz), 
6.44 (1H, d, J=2.6Hz), 7.01 (1H, d, J=8.4Hz) 
(##M18) 

1— ryyDtf^-4- (2, 4-^*h*^>^;» 

2 - $>t hd- 3 //- tf 3 

X H-NMR (CDC 1 3 ) <5 ppm: 

1.35 (6H, d, J=6.5Hz), 3.47 (2H, s), 3.76 (3H, s), 3.82 (3H, s), 3.90-4.10 
(1H, m), 6.39 (1H, dd, J=2.4Hz, 8.5Hz), 6.42 (1H, d, J=2.4Hz), 6.43 (1H, dd, 
J=1.7Hz, 2.2Hz), 6.87 (1H, d, J=8.5Hz), 7.46 (IB. d, J=2.2Hz), 7.79 (1H, d, 
J=1.7Hz) 

(.mffiMl) 

i-^yyntf;w- 4 - (4-* h*3s«>&nd -5-71^-3- (0- 

(4-^h^>^>^;w -5-7i^-l, 2- 



10 
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?*\<U-3H-\>?V-»-3-*> (1 Omg) , 7±h7u*-a-D-# 
)VU-X (4 Omg) KP<>V)V (i7-hU^;W 7>=E=^ D iJH (3 
Omg) <DMK*^ls> (3mL) MKI^ h U * A7jc^ (2mo 1 / 
L, 0. lmL) fcjnfc, *«fcT2l»WH»Lfc. ©Si^,S7$yyDbf;P 

*~>-3- (2, 3, 4, 6-^h^-0-7ir^;V-i8-D-^3tf^/S/;i, 
H (2 8%^^/-;^ o. 2mL)-ftjD*, tillIT2^»Uc. R« 

f#Stlfc3SS^ffi^^^A^DTh>^^^- («4f|tSCAPSE 
LL PAC C18UG80, 5 tf nu 2 0 x 5 Omm, «Bl3 0mL/^iJ-t 
*?$>x>K */^^-^?0/3 0-1 0X9 0) T*«U MBfcd* 
.15 10mgr#^ 

1 H— NMR (CD 3 OD) <5 p pm : 

1.15-1.45 (6H, m), 3.10-3.60 (6H, m), 3.63-3.77 (4H, m), 3.85 (1H, dd, J=1.8Hz, 
12.0Hz), 4.23-4.45 (1H, m), 5.25 (1H, d, J=7.4Hz), 6.66 (2H, d, J=8.4H Z ), 6.79 
(2H, d. J=8.8Hz), 6.93 (2H, d, J=8.4Hz), 7.05 (1H, t, J=7.5Hz), 7.25 (2H, dd, 
20 J=7.5Hz, 8.8Hz) 
<MffiM2) 

l— (2, A-i>*b*$s7*=yi,*w) - 5 - (4-*h. 

1 H— NMR (CD3OD) <5 ppm : . 

1. 25-1.40 (6H, m), 3. 25-3. 50(6H, m), 3.60 (3H, s), 3.69 (1H, dd, J=5.4Hz, 
12.2Hz), 3.715 (3H, s), 3.723 (3H, s), 3.83 (1H, dd, J=2. 4Hz, 12.2Hz), 



25 
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4.25-4.45 (1H, m), 5.21 (1H, d, J=7.6Hz), 6. 25-6.35 (2H, m), 6.65 (2H, d, 
J=9.1Hz), 6.73 (2H, d, J=9.1Hz), 6.88 (1H, d, J=6. 9Hz) 

-3- (3-D-^;U3tr^yi>;^^^) - i //- tf ^y-;^ 
X H— NMR (CD 3 OD) 6 ppm: 

1.34 (3H, d, J=6.7Hz), 1.35 <3H, d, J=6.6Hz), 1. 38-1.63 (6H, id), 2.70-2.90 
(4H, m), 3.10-3.45 (4H, m), 3.64 (1H, dd, J=5. 0Hz, 12.0Hz), 3.71 (2H, s), 
3.72-3.79 (4H, m), 3.84 (3H, s), 4.60-4.80 (1H, m), 5.02 (1H, d, J=7.4Hz), 
6.38 (1H, dd, J=2.3Hz, 8.6Hz), 6.50 (1H, d, J=2.3Hz), 6.82 (1H, d, J=8. 6Hz) 

l-4V7u\fl)V-4- (2, 4-^h4->7xhi;M^;i/) -5- (l/f-fcT 
1 -4)V) -3- ( J 3-D-^;U3tf7/^;U^>') -1H-\UV 

X H — NMR (CD3OD) 6 ppm: 

1.32 (3H, d, J=6.6Hz), 1.33 (3H, d, J=6.6Hz), 3.20-3.50 (4H, m); 3.55 (2H, 
s), 3.65 (3H, s), 3.69 .0H, dd, J=5. 1Hz, 12.1Hz), 3.72 (3H, s), 3.82 (1H, dd, 
J=2,3Hz, 12,1Hz), 3.90-4,03 (1H, m), 5.27 (1H, d, J=7.5Hz), 6.33 (1H, dd, 
J=2 t 3Hz, 8.5Hz), 6.36 (1H, d, J=2.3Hz), 6.45 (1H, dd, J=1.9Hz, 2.4Hz), 6.89 
OH, d, J=8.5Hz), 7.54 (1H, d, J=2.4Hz), 7.73 (1H, d, J=1.9Hz) 

smi NTjt^?©b hwmz&nz>tt^*-> 

1) cDNA« 

tvm. mm. mm. m, mm> »«ft*oh-^RNA 
( t rna) m . wm. 6*z>t 

RNA(iCLONTECH^5lAUfc.' tRNA^Ri boGr een 



WO 2004/113359 



69 



PCT/JP2004/008695 



RNA Quantification reagent and k i t (Mo 
lecular Probe) Srffi^TMISU c DNACD^ G&ig^£/ft) £ 
ft-ofco 16. 5 uLfcJfom&m^\ 1. 5 At g t RNA> 1. 5yL©5 0 0n 
g/d~L random hexamerdnvi trogen)S^W5. 

7 0TCV5ft<DKJ&*nto. &&\Z5&m®&V1t. 6mL©5x BR 
L 1 st strand buffer (Invi t rogen), 3. 2 5/tL 
(DMWK (-ytf>¥-» , l. 5//L®10mM dNTP m i x ( I n v 
i t r ogen) , 0. 7 5 wL©RN a s e inhibitor (Invit 
rogen) , £>&Z$2 wL©Supe rSc r i p t II (Invitrog 
en) lt»S13. 5/iLSJS«es±BBSJtSa!te:ilP>Lfc. Sfc^tSup 
erScript II (Invitrogen) (Dftfc, V) 

• 4 2trci«WRfc*frD&. ^blSuperScr i p t I I (Inv 
i t r ogen) S^S^fcfefcg 5*Cl 0^^$.ff^ fi^tc^fc^b 
&. Jfcfcl. 5«L©RNase HSJq*. 3 7 <C 3 0 *hEJfc£ffo fco 
7tl70/iL ©3R©**l)P^.fc. c D NAS 2OO/iL07x/- 

Jk^DD^A:-<V7^;i,7;^-;p=2 5 : 24: 1 (Invi troge 
n) Tfi&fcBU $ 2 0 0 /i L 0i7 D DzKM : -f V 7$;i/7 ;V3-;V= 2 4 : 
lSI^Tifflbfc. x^y-;wt»*ffv^ l o OmLod^@7Jc 

^!PCR©^7-tLT, 7*7- F : 5'-TGT CAC AGT CCC 
CAA CAC Ck-3' jaJzWj^-X : 5'-CCG AAG CAT GTG GAA AGC A-3\ fU-^tV 
T5'-TGT CAC CTC CCA CGG CCC G-3* ftfflVifc. yn-^«fiiFAMT5' 

fmTAMRATr3' *Jt*9'VHx&. ±IBW8i$*l&2. 5n 
g cDNA, lx Taqman Universal master mix 
(Applied BiosystemsK 500 nM7^7- K 'JA'-X7* 
2 0 0 nM^D-^tf 2 5 /i Lg^$illbfc. PCR&#tt& 
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5 0*C2$h 1+M^;k 9 5t)10^ lV^ZM 95*C15 
60<C13\ 4 0U-f^;k Jl^illOTOiGe n e Amp 5 7 0 0 
Sequence detection system (Applied Bio 
s y s terns) Srffll^ M i c r o Amp optical 96 -we 1 1 
5 reaction p 1 a t e (App 1 i ed Biosys terns) £.M i 
croAmp optical cap (Appl ied Biosystem 
s ) *lCTfro feo ^^Mmm7L<D^\ t ^otttti bfe (Chr is t ian A. Held, 
etal., r Genome Research J , 1 9 96^, i6#, p. 98 6-9 94) » I 
ttttfcl : 1 0©|J^TSW?Lfc^$ KDNA (gft&ftl 2fB«c<3DX->XU ~> 
10 7 • 3U/SM I NT 2 0 1 0 3 2 4f ±»5ftffl) (3. 5xl0«, 3. 5 
xl0«\ 3. 5xl0 4 , 3. 5xl0 3 , 3. 5 x 1 0 \ 3. 5xl0mol 
e c u 1 e/we 1 l)&Wft«S£LTfl?#r£fTt>;fc. 

%*>ttf£&3k&m 1 Bte^T. £ 1 t h S M I NT*J/N»iWllfc^<58 
iU^«Ht$ilT^S. -en®:, thSMI NT«/jNj3iTCD)if®iR^^|iT 

CKIMI2) 

i) t vsMiNT<D~T&mmwm<Dmm . 

b h SM I NT&ttt§, : FERM P-18756 ©TlSffiftfr 

20 iC^ABHS^^W^m#S^^^f6-k >^-{cTO 14^3^120 \z SFft 
bfcSMINT/pME18S-FLJfi|^§H («fcfe»©«R:X^XUS/ 
TOU/SMINT20 1 0 3 24) 5'J^7x^ya>^a0COS-7il 
IS (R I KEN CELL BANK RCB0 5 3 9) fciALfcc U#7x^ 
^3>«LIPOFECTAMINE PLUSt« (Invi t roge 
25 n) £/BVifc„ 'J^i^^a^BC, COS - 7«M&£ lmL&fct) 6 X l 
O^t^Si^D-MEM^ (Invi t r o g e n) IdRfflU £n£9 6 
7t:7V- b<D 1 TWcO 5 0 ti L^bfc, U#7x^$/a >^T«V^ff 
•pfc. l^»fcQ0. 1 w g®7*775 1 0 LCD-MEMTtUU 0. 



WO 2004/113359 



PCT/JP2004/008695 



71 

Fffrm&tvrco l^fcOO. 5/iLOLIPOFECTAMINE^lO 
^L(DD-UEMmmx^WiU LIPOFECTAMINE»tUc„ 7? 

mnmzh i pofectam i NEmm&zmmtoZTm%iu 1 5 am 
mmut&s ift*i±9 2 0ui*Tommmmmzmiu 37%:, 5%co 2 © 

*frT5WHRWHLfc. 6. 7K934N?JliLfl» (HftMlg) ft^tfD-M 

UOmMlftthy^ 2mMift*'J.^A, ImM 
iM^l/^A, lmMt^^i/^A, 1 0mM2- [2- (2-b Hn+y 
x^;P) -l-tf^^^-;w x*>x;u*>gt 5mMMJ* (tHD^y 

(a-MG) ©*tW9^W* (S i gma) t 14 C^^;P#: (Ame r sham 
Bioscience s ) CD a — MG ZMtfemmW 1 mM £ fc 5 J; 5 K:®ftl LSSiD 
Ufco SmOftfrM^KOTfltf- h U VAtzmtLT l 4 OmMiDifen U >£ 

^trsatK 0 aftinrattrnftens vtco JummammtoN&tiHtttrz rob, 
7«ct?i o&mMufc. i«i»Digufc«; io«wimm«i» 

*U SS£ffl48ttFfc ^^^fflM«f?KXf«^DiA^M«^Sl^^feO 7 

5 u LToimA 3 7 ttigtfc. 1 i«mtcM^«nft«iiteScu 1 d 

1 5 0 0L^m(l 0mMtmH5<VWa-UG1&tmMkQtt 

mmmm -V2m*»i>fc. l^mrctu 5 W l©o. 2moi/L^thu 

*AT*UBfc»*U *©«ftK3^U- MPackard) iCfrUfc. 1 5 0 
wL©7<^Dy>f4 0 (Packard) &JD*T»ftiu T^^ne/>?!/ 
— : /a >*^>^- hy?%V> V (P a c k a r d) £TiS^te£friHLfc. 
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ttmm<D&v&frfr$mm&?)&&m&mi,mwc.m* 1 o o %t lt, umt^ 

0&*ft5 0XH»f<5jiaE (I.C B0 KD &D^.y h^Dy HCck^ttiLfc. * 
OlftKH*2B®aQ7»«. £2B& SMINT#^;U3-*teaq*.T, 1, 

^ l*-XfcU6RT?fctr»J: fc**UTV>*.«Ufc SMI NTttmWf Kfiqtr*, 
t M, 5 -T>b Hn^U^h-^/^;^ h-X/"T>/-x^jtS#T^^> 

b h s m i KTmmftmmmm 

1) khSMINT©HHtSSSi»Uiao»!« 

2) ^^;i/-a-D-^;i/rib^y^H^D^ia^ttoD^ 

St t) 1 4 0 mMKbt h U A; 2 mMi&ft* U ^ A, 1 mM 

lmMl{bT^y>)A, 10mM2-.(2 - 

(o-MG) ©IHW^H* (S i gma) £ 14 C^;P#: (Ame r s ham 
Biosc iences)© a -MG$iiWnmMi^j:5l»tiJD 

3 7tT^iuc, i immidwra«M«i»^u 1 ^ms^o i 5 0 # 
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mffi&Vfc. lKHZfcQ 7 5//LOO. 2mo l/L7»^hU^AT«^ 
ML. ^(Dm^nfV-h (Packard) fc^Lfc. 15 0mL©^^d 
v>^4 0 (Packard) £in*_T2IfrlU T-f ^ oz/^^-^a >#P7> 
hy?ij*?>Y> (Packard) fcXlSflWgttfttWbfc. Kmm<D?$LY) 

i&^&nntD&^uxbsrv^M i o o%iLt, itiMsdttoaBKfc: 
oxfi«r*«K (i c 50 |D *ns>* h^p y Mcio»mufc. *v>mmm 

tSStl] 





(nM) 




7 0 0 


mmm 


890 



- (Klfc0f4) 

thSGLTll^lil^ 

fcM«**©*RNA (Or i gene) ft, *U=fdT«^-fV-^L 
TSSte^ U PCR«|«fflc.DNA2:UTf^«b&. dOcDNA^tbT, 
Hed i ge r 6fc±D«§*n&thSGLTl (Access ion num 
b e r : M2 4 8 4 7) 2 0 0 5#£TC9it«@B?>J£P CRSC<fc *)if 

«U PCDNA3. 1 (-) (Invitrogen) 0?J^n-->^ 

2) tbSGLTi-im&mmm<Dm& 

±m<D, khSGLTl«ttt*^§HpcDNAa. 1 (-) *U*7 
x^y a >&fc < fcDCOS-7«(RIKEN CELL BANK RCB0 
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5 3 9)l:iAtL U#7x^y 3 >»LIPOFECTAMINE PL 
USKi (Invi trogen) ZmWco U^ac^a >MB£, COS 
-7«£lmL&*:D6X 1 0 5 ^£&&£5D-MEMJgifc (Invi t r o 
gen) IZMMV, ^n$9 6^yi/-h©l^^cD5 0AiLTo^bfco U 

L0D-MEMT«U 0. 5 /iL©PLUS|5i$jD^Ti^HiiftlU 1 
5^#fibfcfe(D^y^^^K^«i;bfeo 17t&fc?)0. 5mL©LIPO 
FECTAMINE^l 0 p. L<DD -MEMi&tfcTW^L, L I POFECT 
AM I NEmm&tVfc ^775 F^ITOCL I POFECTAM I NE^IR^ 

io ^mm^xmm u 15 am** 1 d 2 0 ^ l -r^>«^^^ 

MJU 3 7*C, 5%CO 2 0^#T5^ttfe. ^©tl 6. 7%>»j§&fr 
Mf (=^6M^) ^ifD-MEMlgi$lWc!5 1 0 0 /ih^mmVTco 2 

15 KD^JSSmttt. HOmMtftth'J^ 2mMI^U^A, ImM 
mtZUlzsVA. 1 mMfftY^y^A, 10mM2- C 2 - ( 2 - 1 h'D^y 

(«-MG)«W.(S i graa).i: 14 C7^W (Ame r sham 

20 Bioscience s) oa-MG^mmmm^imMt^^oizmmvmua 

ibfco khSGLTl-ii^^«©ig^|^U MMWBIIffi^ (ot-M 
25 G^^^S^Q^ffiM®^) ^1W C D2 0 O^LiPx., 3 7tT10 

ftmnfrwvfco m-Mft&h? isioiim 

*0*_3 7t:T^fiLfco mF^CItigii^iSL, l^feO 15 0mL 



20 



25 
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T*2®ymLfc 0 l*3fcB7 5tfLCD0. 2mo l/L*tfcthU9ATtB 
*«* U *©**Ka^l— h (Packard) fc^L-fc. 
*a-»^4 0 (Packard) *JpATjB»U ^&n*,>7U—>a 
5 h^^^7>h (Packard) tTM^tt^SJ^c. *JIH*Z> 

so (ic 50 t) ^D^h^D7hCi0ftiiUfc o 

10 k h S GL T 2 BSfftSIUHKIt 

1) k h S G L T 2 0^ - >^ 

tMWI4*©ftRNA (Or i gene) ^U=fdT*^-fT-tb 
PCRiMMcDNA&bTfMUfc'. £© c DNASilt Ut, 
We 1 ls6fc««rSnfcthSGLT2(Accfr8-8ion numbe 
15 r:M9.5 549)O2«*62 0 3 9 #*T ©ttXEWS P C R jSfcJ; D ttftU 
PCDNA3. 1 (-) (Invi trogen) ©Y;WD~n>^|;}f 

2) t hSGLT2-ii#^«© M 

±3*©, thSGLT2mt5^5HpcDNA3.'l (-) 
xi/ye>^0COS-7«(RIKEN CELL BANK RCB 0 
5 3 9)l:iAUc. U#7i^a>|«ftJL I POFECTAMINE PL 
USUm (Invi trogen) ftJSUfc. U^7i^ 3 >t B }C, COS 
-7«BftlmUfcD6Xl 0 5 M£&5<fc5D-MEMigiti! (Inv i t r o 
gen) fcMU ^ M 9 6^1- h© 1 '^fcO 5 0 w L^fttfc. U 

LOD-MEMTSWIU. 0. 5MLOPLUSK«ftllp^Ta4»3Wc»»U 1 
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FECTAMINE^l OtfLOD-MEM^itMU L IPOFECT 

AMiNEwafttbfc. 77x$mmm\zL i pofectamine^irm 
*mmtoz.xmmu ls^-m^mvr^ iK&tzV2 0tiL?^>mmmmm\z 
mau 37^ 5%co 2 <D&ftT5mmmmvtco torn e. 7%^Vjim? 

itm (H^^m) £^tfD-MEM^tfi£l 0 1 0 0/tL-r^inb^. 2 

3 ) ^ a - d - tf ^ y K5t 9 &^&B#?£tt<z>?B!]^ 

M&^JTOSf^ 14 0mMiM^M;*A, 2mMS{^^A, ImM 
JfiMb^Pv'tfA, lmMlfbT^^A, 10mM2- C2- (2-bHa^> 

;W T^/^^>.^tP^»^pH7. 4iZ, ^)V~a-D-^fJVn^y^\i 
(a-MG) mmU^Jli^ (S i gma) t^C^^JVft (Ame r s ham 
Bioscience s ) © a - MG^i^M^ 1 mM j; 5 tifPtiJo 

bfco mmm^^mmmizumti- h u ^a^#^t i 4 o mMojifto u 

iibfeo thSGLT2-5iH4^»jjg©^^ 5feU ttfMBffi«^ (a-M 

G^&t^mmviLfrmmmw &itwcd 2 0 0 mljd*., 37^1 0 

5HTOfib*:„ l^-^^fe^ l«aJBMf^|Sfc£U 

js &Q&&mmmmx\mm&Q&frmMffim& 1 Tt^fe d 7 5 » lto 

<»*IUB^»i£ ( 10mM^M7^I4a -MG£^trga3xD&^M»M) 
T2|Hl?5fe#bfco 1^0 7 5wLO0. 2mo 1 /L*BWfcJ- h U 
ft**U *©ttfttray^-h (Packard) fcfrbfc. 150 W L©7^f 
^D-»^4 0 (Packard) fcinATgSlU v-f^ n~>>3^— > a 
^>^_ h>y^r>>h (Packard) KlTiWMfiHtfttHWbfc. 
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soxmwtzmm (ic l0 » ^u^b^nyb^^nmvit. 

**i8fc *«HlC<kD* «JM, ftttiMK WHftBfttt, 

*»w©«wb-«h: (i i) xtt (i 1 1) T^$tistf^y- 
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3«Tl/OTWHC 1H |7;i4^ TiE«&»$ (A) »S«R^Rt 
SfcBMCifcl-3ffiri;WWV>C M 7^=J«, TCH&Sft 
(A) ^63«$n«|«*fcJ3JW©»*l-3fl*bTViTt>«fcViC. -TJl> 

fttt«iOl*l-3fltlTTOJ:^C,. 1D 7'J-H, TGW»P (A) 

^D7;i4m *fe«Tisg^s^ (b) ^&m^n«n««^»iHi<os« 

HO^V-°Y° H0^ 0 Y° HO^Y°>j.^ HO^Y°Y % ° HO^°Y° 

H 0 ^Y' r/ OH HO^'Y^OH HCK^Adh HCF'Y^OH HO*'^ 
OH » OH OH OH RV OH 

:fr&w&&n**T*eK w-z-Ar cwoArttfiaiwaKff (b) a>s 
aais i^ffi*&faaa©3£$ i ~ 3 m# i> wt t> «t v> c 6 _ 1 0 7 u 

Tfe.kVid.^TPTU-M^D ; zk-O-, -S-Xfi-NY- 
©Ytt*3lW«fcttc 1 .,T;i^;«T**) T**] , TIBMilgp (A) 
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«IOl*l-3ifL W feiUC ( . 10 7»J-J«, TIBff^SP (A) ^ 

5W*n«iw*fci^^t 1 ^3 WLTV1T% j.^ C| _ (/s5ip ^ 

B&£& (A) ttApy>jgRp, rhDS, >>7VS, ^VS> -G\ -OG 2 , 
-SGK -N (G 2 ) „ -C (=0) G 2 , -C (=0) OG 2 , -C (=0) N (G 2 ) 
2 > -S (=0) 2 G\ -S (=0) 2 OG 2 , -S (=0) 2 N (G 2 ) 2 , -S (=0) 
G 1 , -OC (=0) GK -OC (=0) N (G 2 ) 2 \ -NHC (=0) G 2 , -OS 
(=0) 2 G\ -NHS (=0) 2 G l mS-C (=0) NHS (=0) 2 G 1 T^0 ; 

mmmm <b> ^d^>^ - bam, vx/ag, -g\ -og\ ~sg\ - 

N (G 2 ) 2 , -G'OG 4 , ~G 3 N (G 4 ) „ -C (=0) G 2 , -C (=0) OG 2 , 
-C (=0) N (G 2 ) „ -S (=0) 2 G 2 , -S (=0) 2 OG 2 , -S (=0) 2 
N (G 2 ) 2 , -S (=0) G 1 , -OC (=0) GK -OC (=0) N (G 2 ) 2 , - 
NHC (=0) G 2 , -OS (=0) 2 G\ -NHS («0)',G»R«-C (=0) 
NHS (=0) 2 G 1 Ta50 ; 

ct&mtmm <a> ms/wz cb> + v ■ 

WfeiV»C 1 .,7;i4m Tf3Bi«W (C) *S3HR*n*Wi*fcttJHI 
OSSl-3itLWTU^C 2 . 6 W-M, TI5«mS# (C) 

f2g&Sf£ (C) *6«Sft«TO*fcttM|(0lfti^3ftrUWfc«kV» 
C,-,^07^4M, TI3B&SP (D) *&m3tt«|im£fcHJI8a£ 
*l-3fitbTWbJ:HC,_ 10 7'J-;«, TiBB&Sf* (c) 
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ft«PW*fcttMI(Olsi-3«rLTV»nit»c l .^7n^n7^ 

3«rtTir»nj:i,>c 1 . ( m/«, tibm&ss* (o ^&«^n«n« 

TfBg&Sl* (C) ^6»*n*Rtt*fcttiW<0»fti-3«*b 
T^TfeiVJC^J/^nrnM, TUftgff (D) *&S*£ftentt£ 
ftBMIOiftl-3WLWTfei^C,. 1) 7<J-;«, TISg^# (C) 

^ D7JW ^ *fcttTC««» (d) ^6wan*wa*fcrwBcD»* 
mmmt <o «Aay>i^ -hn* 4 5,7 sm. -g<\ -og<\ 

-SG\ -N (G 6 ) t% -C (=0) G\ -C (=0) OG 8 , -C (=0) N (G 6 ) 
2 , -S (=0) 2 G\ -S (=0) 2 OG<\ -S (=0) 2 N (G 6 ) a% -S (=0) 
G<\ -OC (=0) G 6 , -OC (=6) N (G 6 ) 2 , -NHC (=0) G 6 , -OS 
(=0) 2 G<\ -NHS (=0) 2 G 5 ^-C (=0) NHS (=0) 2 G 5 TM ; 

m&mm (D) w\u?>m^ ~ham. y7;s, -g 5 , -og 6 , -sg 6 , - 

N (G 6 ) „ -C (=0) G\ -C (=0) OG«, -C (=0) N (G 6 ) 2 , -S 
(=0) 2 G°, -S (=0) 2 OG<\ -S (=0) 2 N (G 6 ) „ -S (=0) G<\ 
-OC (=0) G<\ -OC (=0) N (G 6 ) „ -NHC (=0) G 6 , -OS (= 
O) 2 G«\ -NHS (=0) 2 G 5 RCX-C (=0) NHS (=0) 2 G 5 Tfc3 0 
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mmmm co ms/xte. (d) 

g^c^t;^;^ c 2 _ 6 x;wr-;i^ c a _.y;Wr=;wk c 3 . 8 y^ 
G 6 tt7jcmm^ c^y;^;^ c 2 _ 6 t;^-;ps, c 2 _ 6 y;i^-;i^ 

2. Q^-Z-Ar 1 C^OArHiTISB^^ (B) ^&jl3fl$n&|WI«£ 
l~3fiWbT^TfeJ:V^#m^T^y*T^f9 ; 




Tt>«k^C 6 _ 10 TU-;VST^D ; 

BglSl* (B) W\U^>m^ -hDS, y77i, -G 1 , -OG 2 , -SG 2 , - 
N (G 2 ) 2 , -G 3 OG 4 , -G 3 N (G 4 ) „ -C (=0) G 2 . -C (=0) OG 2 , 
-C (=0) N (G 2 ) 2 . -S (=0) 2 G 2 , -S (=0) 2 OG 2 , -S (=0) 2 
N (G 2 ) 2 , -S (=0) G 1 , -OC (=Q) G 1 , -OC (=Q) N (G 2 ) 2 , - 
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NHC (=0) G 2 , -OS (=0) 2 G^ -NHS (=0) 2 G*lkZt-C (=0) 
NHS (=0) z G x ~e$>r> ; 

(±$mmmm (b) 

^l-3filHWU^C 2 . e 7^-M, TfSB&SS^ (C) frZM 

mwmmm <o frzmmnzmm&fz:um£<Dm*i~3m^UT^T%&\,* 
Ca-s^nmM, TiBB^sw (d) ftzmiRznzmmsfztemmtDm 

w^^c 3 .,y^Dm;n, Tf3«^^ ( D ) ^e,M^n^iiiffls 

fdi»l$i^3iflwtfe < }:^c 6 . 10 7iJ-M 1 TIBB^S (C) 

zu7)v*)vm. ^rzUTtmmmm (d) «*6»?*n*Ria*^ttiw©«* 

1^3ffl*UTWfe«kV>C 1 _ t ^5 t DTU-;WlT*l5, fiU G 2 ^g^ S ^ 
G 4 «TfB«^p (C) *6»*n*l«*fcWWBC!>iifti^3«rbT 



10 
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(O w\uy>M¥* ~bn& y 7 ys, *-*y«, -g<\ -og 6 , 

-SG<\ -N (G 8 ) „ -C (=0) G 6 , -C (=0) OG 6 , -C (=0) N (G«) 
2. -S (=0) 2 G\ -S (=0) 2 OG 6 , -S (=0) 2 N (G 6 ) 2 , -S (=0) 
G 5 , -OC (=0) G s , -OC (=0) N (G 6 ) 2 , -NHC (=0) GV-OS 
(=0) a G», -NHS (=0) 2 G 5 2W-C (=0) NHS (=0) 2 G 5 T&D ; 

e&Si* (D) W\n?>®^ -ham, ~>yym, -G\ -og<\ -sg\ - 

N (G 6 ) 2 , -C (=0) G 6 , -C (=0) OG 6 , -C (=0) N (G 6 ) 2 , -S 
(=0) 2 G\ -S (=0) 30G 6 , -S (=0) 2 N (G 6 ) 2 , -S (=0) G\ 
-OC (=0) G 5 , -OC (=0) N (G 6 ) 2 , -NHC (=0) G 6 , -OS (= 
O) 2 G<\ -NHS (=0) 2 G s Rtf-C (=0) NHS (=0) 2 G 5 Tfc<5, 
(C) (D) 4\ 

O^C^TJV^vm. C 2 _ & 7)V>r-)Vm, C 2 _ 6 TJl*-)m, c 3 _ 8 >^ 

G*\**m®^ c x _ 6 t;^;^ c 2 _ 6 t;^-;^ c 2 _ 6 t;u*-;^ 

4. * b x ^&/?)vn-x&mm&&mmm~?$>z>, m^msBm^mmm. 



15 



25 



5. *MWa»t£f;|,3-*, h-^R^ 7 >/^ 6jB?sn(6 ^ 



e . ttmm&Atmmm. ttum mnui*, ttsw^m. mfe x 
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ifi nil, ^y^^v^^^-if i vfim yDf^>fDi/>^7 

7**-if- 1 BBM. 3y>*x*u aOPa-x- 6 -** 

7;^h-x-b^7HX7r^— aim. fcr;wtf>@^bH 

if - 3 mmm, h - i , =f >m^y^ hi-* 

ftfe ^;kW>^/^F- 173"* K 75'JX.75<J>m rSU 

>x3-xk F-xsTEMram. tmow^m. ^pt^> 

7>*^3XK «9H?NF-KBBii. MSMftffft&m. N-T±& 

GB-7 6 1, tf^E^n^k 7Df+yH, Y-12 8, kHD^^^ 

>S^*7=f-x K T^>;i/3x>itVAA : 3^-5 i n-;i/7''>;HB(^awa 
m, yn^3-;k ¥«tt*;^E>5»#r=f=ix H, ai^^n-OwftjRfi* 
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mtam&B&z* zmmkmrnm* ^mm^sm. a 2 -7Hwt'j>ss#7j 

8 . 




R^tt7K*H^ TIBS^SP (Al) *&m3n«m&fcttMa£ftl 

~3MWbT^Tt>«fcv^c 1 _ 6 r;^;^ TiBfirn^ (ad «»&jHR$n« 

ITO£fc«g®<Z>S£ 1 ~ 3 fllW b WT «fc V> C ^sJ^^JH, TiBS^S 
S£(A1) ^e>^$n^l^S^^:«MS©^l~3iaWbTViT s bj;^C, „ 

t;^x;^ tgmbh* (ad ^saR*n*raa*^4»afiDis«i-3 

MtT^Tfe^C 3 _ 8 >'^D7^;H, TWBg&IW (Bl) frtmSRStl 

mm (ai) ^6^$ns^a*fc«^@cr>^i-3^LTViTfe«fcVic, ' 

2 

-.AfD^nmm £fcteTfBfig|Sp (B 1) ^63KRan*RW*fc 
I I I I I 

H0-^°Y° HO^°Y° HO^V-°Y° HO-^V 0 H0^ 0 Y° 

HO xN ' Y' /0H HO^'Y^OH HO^Y'^H HO v 'Y^OH HO N, 'Y 

OH OH OH OH RW OH . 

;fr&5KR3n**-C&tK W-Z A -Ar A C5£*©Ar A fcrFIBS&*S* (B 1) 
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m, £tc\$Tmmmmm (bd ^6«e$nsraa*fctajwi©aE*i-3fl# 
w^c w ^d7hh, tooks* (bd ^esKdnsimi 

1 -3i#lWW^C,. 10 7'J-;«, TEWgStt (A 
fi&SS* (Ai) ji;\Dy>M^ -hns, yjys, =r*vs, -g x \ -og 

2B , -SG 2B , -N (G 2B ) „ -C (=0) G 2A -C (=0) OG 2B , -C (=0) 
N (G 2B ) 2 ; -S (=0) 2 G^ - S (=0) 2 OG 2A -S (=0) 2 N (G 2B ) 
2 , -S (=0) G 1A -OC (=0) G 1A , -OC (=0) N (G 2B ) 2 , -NHC 
(=0) G 2 \ -OS (=0) 2 G 1A -NHS (=0) 2 G 1A MC-C (=0) NH 
S (=0) 2 G 1A T&D ; 

wmmm (bd w\u?>m^ - hps, *>tv*, -g ia -og 2b , -sg 

2B V -N (G 2B ) 2 , -G 3 OG 4 \ -G 3 N (G 4A ) 2 , -C (=0) G 2A -C (= 
O) OG 2B , -C (=0) N (G 2B ) „ -S (=0) 2 G 2A -S (=0) 2 OG 2A 
-S (=0) 2 N (G 2B ) a , -S (=0) G 1A -OC (=0) G 1A -OC (=0) 
N (G 2B ) a , -NHC (=0) G 2A -OS (=0) 2 G* A -NHS (=0) 2 G 
1A M-C (=0) NHS (=0) 2 G 1A T&3„ 

m&mm (ad Rtf/xte (bd 

g ia «tibb^s^ (c d &p>mtRt£n%mm&f£teBm<Dm&i~3®mi> 
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25 



M^ftl-SMTLT^Tft^^CeT^r^;^ TUEftg* (CI) 

jm, Tmmmm (cd ^e>^$n*ims^fctt^@©s$i-3M^bT 
^1^^3.3^07;^ TtBe&gp (di) jfc&aasnanm* 

5 fe[»Ml.3itb W Tfei^c 6 . I0 7ij-^ T£B*£« (C 
S*l-3fitLT^Tfe«k^C 1 . l ^fD7U-MT?*D ; 

10 -awiwtoc,.^^ TfBam*^ (cd *swjsft* 

» (CD *6Wan«PWSfcttlW(!«fti ( v3jBtbTV»nj;^C l ., 
T;^-;^ TOHftg* (CI) ^63W5Sn5nasfeHWB©**i-3 
ifLWT.U^C 3 _ 8 y^D7Wi 4 (Dl) 
«HWfcB«i(Wit^3jMriWWUC,. 10 7U-Ai l TfB»& 
W (CI) ^SI^n§^d»©M l^ 3 j@tLWTfei^C 2 ' 

- 5 Afp^Dmm *fe«TiBfim^ (di) *6«R*n*nii*>k 

H«lfl«tl-3flttTV»TWV»C 1 .,^D7'J-AiT*tl ; 
«aS«l-3«tLWT^c H 7Wm TOW (CI) 

ems* (c D ^swansw^HM^^j^^^ 
^c m 7m=ji4 tibs^s^ (cd ^63wesn*raa*fcttna©» 

Sl-3itlWTU^C3_ 8 ^D7^H, TCW»» (Dl) ^& 
^§nS^i^fi^©Mi^ 3 fiftT^Tfci^C 6 . 10 7.j-M, 

Tiag&gsi* (c D *5^sn* H ai fcttMossl<v3fl#l/Wn 

^>C 2 . 9 Af D ^o7;^M, SfctCTesasi* (Dl) *5W?*n* 
^fiSS©SSl~3itL W feiUC 1 . B ATP7'JH«7?$0,' 



15 



20 
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5 



6 



88 

flu G^m^m^zm^^-r^m^im-irhmfsi-DT^x^K : 

G 4A ^f2«i«S¥ (CD ^6«*n*BMI**:ttJMI©»*i^3«ru 
■MM (CD tt/\py>R^, =hn», tf-*v«, -g 5 , -og 

\ -SG» A , -N (G 6A ) „ -C (=0) G\ -C (=0) OG° A -C (=0) 
N (G 6A ) 2> -S (=0) ,G', -S (=0) 2 OG«, -S (=0) 2 N (G 6A ) 2> 
-S (=0) G<\ -OC (=0) G<\ -OC (=0) N (G 6A ) 2 , -NHC (=0) 
G\ -OS (=0) 2 G<\ -NHS (=0) 2 G 6 Rtf-C (=0) NHS (=0) 2 
G 6 T*0 ;. 

Wtmm (Dl) ttADy>«?, -hDl, y/yg, -G 5 > -OG e \ -SG 6 
A > -N (G 6A ) „ -C (=0) G 6 , -C (=0) OG 6A -C (=0) N (G 6A ) 
> -S (=0) 2 G 6 , -S (=0) 2 OG\ -S (=0) 2 N (G 6A ) 2 , -S (=0) 
G<\ -OC (=0) G<\ -OC (=0) N (G 6A ) 2 , -NHC (=0) G\ -O 
S (=0) 2 G<\ -NHS (=0) 2 G 5 &tf-C (=0) NHS (=0) 2 G 5 T$> 

So 

(mmmm (ci).M/x}i (dd 

G«ttc 1 _,r;^;i«, c M TMrzwm % c 2 _ 6 y;i,*-;i^ c,_,** 

C 6-ioTU-;US> C 2 . 9 AfD>/^D7;^t fcttCi _ 9/N 

G*tt**«*, c^.t;!^;^ c l . ( m=;«, c 2 _ 6 y;i^-;i^ 
c 3 . 8 ^nm;n, c fl _ 10 7»j-;n, c 2 .,atd^d7;p 

^SfcttCn^D/U-^liO, flu G 6 ^«Jtt*fc««feSE<Er 



2 
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9 . 




R 1A/ 



5 r 1 A wmm^ rtmmmm (ad* sa&s HasfejasacDas* i 

2 O 

15 Q B *3J:^T B «£^C>*-^7jc^STSD, W-Z A -Ar A Ktf©Ar A 

20 st^s) , TiB«m»n (AD *ea^$n«raa*fettsa©ais 

l~3i@WbT^Tfe«fcV^^T$yS> X«TiBW&£» (B 1) ^SSliRS 

R A \rrmmmmm (ad *6W5$ti«i^a*^»a©ssi~3fflWb 

25 *&ttJMI©»&l-3titUWTfe*^C 6 _ l0 7U-;i^T^fijy^(A 
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mmmm (ad ^d^^ -hum, ^r/m. **vm, -g ia -og 

5 2B , -SG 2B , -N (G 2B ) 2 , -C (=0) G 2A % -C (=0) OG 2B , -C (=0) 
N (G 2B ) 2 , -S (=0) 2 G 2 \ -S (=0) 2 OG 2A -S (=0) 2 N (G 2B ) 
2 > -S (=0) G 1A -OC (=0) G 1A -OC (=0) N (G 2B ) 2 , -NHC 
(=0) G 2a _ 0S .(=0) 2 G 1A -NHS (=0) 2 G 1A £X£-C (=0) NH 
S (==0) 2 G 1A TM ; 

io mrnmrn cbd «ad$*>jk^ -hd«, ~>t/s, -g ia -og 2b , -sg 

2B , -N (G 2B ) 2 , -G 3 OG 4 \ -G 3 N (G 4A ) 2 , -C (=0) G 2A -C (= 

0) OG 2B , -C (=0) N (G 2B ) 2 , -S (=0) 2 G 2A -S (=0) 2 OG 2A 
-S (=0) 2 N (G 2B ) 2 , -S (=0) G 1A -OC (=0) G 1A -OC (=0) 
N (G 2B ) 2 , -NHC (=0) G 2A -OS (=0) 2 G 1A -NHS (=0) 2 G 

15 1A mS~C (=0) NHS (=0) 2 G 1A T&& 0 
(Al) RtX/Xtt (Bl) 4>> 
G 1A «TIB«m»# (Cl)A^I^n§^lSfdi^iOMl~3fitU 

tvvt&j^c^x;^;!^ Ttag&gp (cd ^e>M^$n-5|wiig^fc« 

»S$l~31tlT^It) < fc^C 2 . 6 7;^S, TfB«j&»^ (CI) 

)vm* -rtmmrnm (cd ^m^fi^mnntMw^cDm^i-zmmvx 
^x%^c 3 _^^uy)v^-)vm. Timmmm (dd ^e>^$n§iwi@^ 
fr\*gm<Dm*i~3m#i.T^Tb^c 6 _ 10 ; 7v-)m. rtmmmt (c 

1) ^e.M^$n^iwis^fe«^a©s^i~3«bTViTfecfcVic 2 _ 9 ^n 

25 '>^DT;Wl/«> i;fcfcTF!2«i!^f¥ (D 1) ^^^^n^lWIfflSfc^MSO 

G 2A wmm^ TiBfims^ (c i) frt>mmnz>mm&r£tegm<Dm*i 
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m (ci) ^6»ws*i*Ha*feHjMi©a*i-3fl#ixTwt>±^c 

2 6 

7;Mr=JWfc TfBffl&SS* (Cl) *6«an*BMI*fcttlMi©a6ti-3 
«Tl/THTfeJ:HC I . l ^n7;i4M l TfB«&Sf* (Dl»6WJ$ti 
*W«^ttJW©**l-3«#UWT'bJ;ViC,_ 1 i7U-;Pa5, Tf3fi& 
(Cl) ^6«*n*IW*fcMJMi««6ti-w3«rbT^Tt>J:^c 

2 

.^b^DT^m £&trnu*£a? (D 1) *&HR&h«Na*fc 

"G»tt«Hk TIBBIES* (Cl) ^6«RSns^»JW 

0»ftl-3©fifLTV^t»^C 1 . a 7;i4JHi, TffBH^SW (C 1) fr£>it 

SBfi&aSi£ (C 1) *6WSn*RMISfcf4ffi|olsi^3ftfr|, TV>Tfe<fc 

tl-SWrl/TW^CM^DT^m TEflHIUGB (Dl) 
«R*n«Rt*fcl4JWoSft 1 - 3fflriTHTfeiHC l . lc 7iJ-;H t 
TI2«^S^ (C 1) d>6iJRSn5|^t^a^|oS* i ^ 3 fit LTWb 
i^C 2 . 9 ATD^/7D7KM, £fcfin%«fc£& (Dl) frSW^ft* 

1 ~ 3 l@fLWTt) < kUC 1 . 9 ATD7 u -)im-e& V , 

G 4A «TiBfi^^ (ci) ft&msnsms&ftMose i~3«ri, 

T^T^UC 1 . 6 7WI^f), fib, G^««^fc«R3WEr*«* 

emss* (ci) ttADy>M^ -hna, >>7^s, **yak -g<\ -og 6 

\ -SG 6A , -N (G 6A ) 2 , -C (=0) G 6 , -C (=0) OG*\ -C (=0) 
N (G 6A ) 2 , -S (=0) 2 G 6 , -S (=0) 2 OG 6 , -S (=0) 2 N (G 6A ) 2 , 
-S (=0) G 5 , -OC (=0) G 5 > -OC (=0) N (G 6A ) 2> -NHC (=0) 
G 6 , -OS (=0) 2 G<\ -NHS (=Q) 2 G 5 &tf-C (=Q) NHS (=Q) , 
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femmm (dd it/\uy>m^ -hni, ->t/s, -g«\ -og 6 \ -sg 6 

\ -N (G 6A ) „ -C (=0) G 6 , -C (=0) OG 6A -C (=0) N (G 6A ) 
„ -S (=0) 2 G 6 , -S (=0) a OG«, -S (=0) 2 N (G 6A ) 2% -S (=0) 
G«, -OC (=0) G<\ -OC (=0) N (G 6A ) 2% -NHC (=0) G<\ -O 
S (=0) 2 G<\ -NHS (=0) 2 G 6 M?-C (=0) NHS (=0) 2 G 5 T& 

(w&mm (ci) x.z$/x\z (dd 

G»ttc 1 . - 7^+^afc c 2 _ 6 t;i^-;i^ c 2 . 6 t;^-;^ c 3 _ 8 ^ 

G'wmm^ c^tTJwm. c 2 _ 6 t;i^t-;i^ c 2 _ 6 t;]/*-;i^ 
C 3 -8^^nmJH, C 8 . 10 7'J-m C 2 _ 9 ^p^ut;^;us^c 

^HJfcttC 1 . 9 ArD7'J-;HT^D, fiU G- 6A ^g^«4>^ic#ffit- 
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1400 



1200 



<1000 
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to 800 
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600 
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400 



200 
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SEQUENCE LISTING 

<110> KISSEI PHARMACEUTICAL CO., LTD. 
KKUCHI, Norihiko 
FUJIKURA, Hideki 
TAZAWA, Shigeki 
YAMATO, Tokuhisa 
ISAJI, Masayuki 

StErS^S-KeOF 1 ^' PHARMACEUTICAL COMPOSITIONS COMPRISING THE SAME AND 
<130> PCT-A0427-00 

<150> JP 2003/175663 
<151> 2003-06-20 

<160> 5 

<170> Patentln version 3.1 

<210> 1 
<211> 3148 
<212> DNA 
<213> Homo sapiens 

<400> 1 

aacagatgag caaggagctg gcagcaatgg ggcctggagc ttcaggggac ggggtcagga 60 
ctgagacagc tccacacata gcactggact ccagagttgg tctgcacgcc tacgacatca 120 
gcgtggtggt catctacttt gtcttcgtca ttgctgtggg gatctggtcg tccatccgtg 180 
caagtcgagg gaccattggc ggctatttcc tggccgggag gtccatgagc tggtggccaa 240 
ttggagcatc tctgatgtcc agcaatgtgg gcagtggctt gttcatcggc ctggctggga 300 
caggggctgc cggaggcctt gccgtaggtg gcttcgagtg gaacgcaacc tggctgctcc 360 
tggcccttgg ctgggtcttc gtccctgtgt acatcgcagc aggtgtggtc acaatgccgc 420 
agtatctgaa gaagcgattt gggggccaga ggatccaggt gtacatgtct gtcctgtctc 480 
tcatcctcta catcttcacc aagatctcga ctgacatctt ctctggagcc ctcttcatcc 540 
agatggcatt gggctggaac ctgtacctct ccacagggat cctgctggtg gtgactgccg 600 
♦ tctacaccat tgcaggtggc ctcatggccg tgatctacac agatgctctg cagacggtga 660 
tcatggtagg gggagccctg gtcctcatgt ttctgggctt tcaggacgtg ggctggtacc 720 
caggcctgga gcagcggtac aggcaggcca tccctaatgt cacagtcccc aacaccacct 780 
gtcacctccc acggcccgat gctttccaca tgcttcggga ccctgtgagc ggggacatcc 840 
cttggccagg tctcattttc gggctcacag tgctggccac ctggtgttgg tgcacagacc 900 
aggtcattgt gcagcggtct ctctcggcca agagtctgtc tcatgccaag ggaggctccg 960 
tgctgggggg ctacctgaag atcctcccca tgttcttcat cgtcatgcct ggcatgatca 1020 
gccgggccct gttcccagac gaggtgggct gcgtggaccc tgatgtctgc caaagaatct 1080 
gtggggcccg agtgggatgt tccaacattg cctaccctaa gttggtcatg gccctcatgc 1140 
ctgttggtct gcgggggctg atgattgccg tgatcatggc cgctctcatg agctcactca 1200 
cctccatctt caacagcagc agcaccctgt tcaccattga tgtgtggcag cgcttccgca 1260 
gaaagtcaac agagcaggag ctgatggtgg tgggcagagt gtttgtggtg ttcctggttg 1320 
tcatcagcat cctctggatc cccatcatcc aaagctccaa cagtgggcag ctcttcgact 1380 
acatccaggc tgtcaccagt tacctggccc cacccatcac cgctctcttc ctgctggcca 1440 
tcttctgcaa gagggtcaca gagcccggag ctttctgggg cctcgtgttt ggcctgggag 1500 
tggggcttct gcgtatgatc ctggagttct catacccagc gccagcctgt ggggaggtgg 1560 
accggaggcc agcagtgctg aaggacttcc actacctgta ctttgcaatc ctcctctgcg 1620 
ggctcactgc catcgtcatt gtcattgtca gcctctgtac aactcccatc cctgaggaac 1680 
agctcacacg cctcacatgg tggactcgga actgccccct ctctgagctg gagaaggagg 1740 
cccacgagag cacaccggag atatccgaga ggccagccgg ggagtgccct gcaggaggtg 1800 
gagcggcaga gaactcgagc ctgggccagg agcagcctga agccccaagc aggtcctggg 1860 
gaaagttgct ctggagctgg ttctgtgggc tctctggaac accggagcag gccctgagcc 1920 
cagcagagaa ggctgcgcta gaacagaagc tgacaagcat tgaggaggag ccactctgga 1980 
gacatgtctg caacatcaat gctgtccttt tgctggccat caacatcttc ctctggggct 2040 
attttgcgtg attccacaga cctggcttca gtgtagacag attaaacaaa gcccaagcct 2100 
gtcagccaca gaaacaggct ctcctcttac tttgctgtct aaactggaga tcacagaagt 2160 
caagactgca agctcccctg aagagaatcc aactcaacct gcacacttga caagtggaga 2220 
aacagaagct cagagagagc actgggtttg ttcaggacca cccagaaggt gtcacacggg 2280 
gtttccccac tctttctgat atattgcctt acagacctac ctcaaacaca ctgtttccac 2340 
cctcttcttg aatgtattca gtagccttta ctgaatgtgt gtcttgagag tagaaaaatg 2400 
gaggatacaa gaaaaggagc aggaagaaat ttgcaaaaat ccaagagcac ctttgctccc 2460 
ccttatcctc cttcctcttc ccctttctag ttcccctacc tctctatctt tctattctca 2520 
ccaataatct ctttgttgca tgaatttacc caggagagtc ctatatttcc attggtggct 2580 
ccacagtggt ggctgtcaga cccgaagggg tggggagcca agggtggact ttaagcatgg 2640 
tgacagatgg tattttgggc agaaagctct tagacaatgg actatccaaa gcactattta 2700 
aattctgcct cttcctactc tctaacccaa atatgcacaa actctctatg gccttgagaa 2760 
gcagttggag agacatgact tgttaaaacc tcaaggaatc aagacatgtt actctgtatt 2820 
taagggtaag ccccacagcg ggcagcacaa acagcctggg agccactgtg cctgtgcttc 2880 
tctgtccttc tccctttgct tgccatgaat ccgcatacct tggaatacac tgtgacccca 2940 
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fiZ^S&SFSSSS?*** caagtgactt ^^SSSSS'&o 

<210> 2 

<211> 681 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Ser Lys Glu Leu Ala Ala Met Gly Pro Gly Ala Ser Gly Asp Gly 
o 1U 15 

Val Arg Thr Glu Thr Ala Pro His lie Ala Leu Asp Ser Arg Val Gly 

&\J 63 3Q 

Leu HisAla Tyr Asp lie Ser Val Val Val He Tyr Phe Val Phe Val 

He Ate Val Gly He Trp Ser Ser Ile g Arg Ala Ser Arg Gly Thr He 

Gly Gly Tyr Phe Leu Ala Gly Arg Ser Met Ser Trp Trp Pro He Gly 
U ^ /5 gQ 

Ala Ser Leu Met Ser Ser Asn Val Gly Ser Gly Leu Phe He Gly Leu 
oo 

Ala Gly Thr Gly Ala Ala Gly Gly Leu Ala Val Gly Gly Phe Glu Trp 

*-V\J XUD 110 

Asn Ala Thr Trp Leu Leu Leu Ala Leu Gly Trp Val Phe Val Pro Val 
Tyr He Ala Ala Gly Val Val Thr Met Pro Gin Tyr Leu Lys Lys Arg 
Phe Gly Gly Gin Arg He Gin Valjyr Met Ser ValLeu Ser Leu lie 
Leu Tyr Ile^he Thr Lys He Ser Thr Asp Il^Phe Ser Gly Ala Leu 
Phe He Gta Met Ala Leu Gly Trp Asn LeuTyr Leu Ser Thr Gly He 
Leu Leu Val Val Thr Ate Val Tyr ThrHe Ala Gly Gly Leu Met Ala 

Va 210 ^ ^ AS fl5 a LeU Ghl T Jf 0 Val Ue Met Val Gl V dy Ala 
Leu Val Leu Met Phe Leu Gly PheGln Asp Vai GlyTrp Tyr Pro Gly 

Leu Glu Gin Arg Tyr Arg Gin Ala He Pro Asn Val Thr Val Pro Asn 

^50 255 

Thr Thr 2 C 60 LeU Pr 265 S Pr ° ASP A 27Q he *** Met LeU Mg Asp 
Pro Vd Ser Gly Asp He Pro Trp Pro Gly Leu He Phe Gly Leu Thr 

Val 29o u Ala Thr T £ p 9 Cys Trp Cys ^ Asp GIn Val Ue Val G,n 
305 LSU Ma 3fo S Ser Leu %f s Ma L * s GlvGly Ser Val Leu 

Gly Gly Tyi -Leu Lys He Leu Pro Met Phe Phe ne Val Met Pro Gly 
0 * 0 330 335 

Met He S^r Arg Ala Leu^Phe Pro Asp Glu Val Gly Cys Val Asp Pro 
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Asp Val Cys Gin Arg DeCys Gly Ala Arg Val Gly Cys Ser Asn lie 

A1 370 r Pr ° LyS L 37 5 Val Met Ala ^ Met ^ Val G{ y Leu A 1 "* Gly 

Leu Met lie Ala Val He Met Ala AJa Leu Met Ser Ser Leu Thr Ser 
ooa 390 395 400 

lie Phe Asn Ser Ser Ser Thr Leu Phe Thr He Asp Val Trp Gin Arg 
405 410 415 

Phe Arg Arg Lys Ser Thr Gl u Gin Glu Leu Met Val Val Gly Arg Val 
4<sO 425 430 

Phe Val Val Phe Leu Val Val He Ser He Leu Trp He Pro lie He 
4o5 440 445 

Gin Ser Ser Asn Ser Gly Gin Leu Phe Asp Tyr He Gin Ala Val Thr 

Ser Tyr Leu Ala Pro Pro He Thr Ala Leu Phe Leu Leu Ala He Phe 
4oo 470 475 480 

Cys Lys Arg Val Thr Glu Pro Gly Ala Phe Trp Gly Leu Val Phe Gly 
485 490 495 

Leu Gly Val Gly Leu Leu Arg Met lie Leu Glu Phe Ser Tyr Pro Ala 
o<JU 505 510 

Pro Ala Cys Gly Glu Val Asp Arg Arg Pro Ala Val Leu Lys Asp Phe 
010 odv 525 

Hi 530 r Tyi " P 53 5 Ala 116 LeU L 5 e 4 U o CyS Gly Leu Thr Ma Ile Val 

He Val Ile Val Ser Leu Cys Thr Thr Pro He Pro Glu Glu Gin Leu 
045 550 555 560 

Thr Arg Leu Thr Trp Trp Thr Arg Asn Cy| Pro Leu Ser Glu Leu Glu 

Lys Glu Ala His Glu Ser Tin- Pro Glu Ile Ser Glu Arg Pro Ala Gly 
oou 585 590 

Glu Cys Pro Ala Gly Gly Gly Ala Ala Glu Asn Ser Ser Leu Gly Gin 
oyo 600 605 

Glu Gin Pro Glu Ala Pro Ser Arg Ser Trp Gly Lys Leu Leu Trp Ser 

Trp Phe Cys Gly Leu Ser Gly Thr Pro Glu Gin Ala Leu Ser Pro Ala 
630 635 640 

Glu Lys Alalia Leu Glu Gln^Lys Leu Thr Ser Ile Glu Glu Glu Pro 

Leu Trp Arg His Val Cys Asn Ile Asn Ala Val Leu Leu Leu Ala Ile 
ooy 665 670 

Asn Ile Phe Leu Trp Gly Tyr Phe Ala 
675 680 

<210> 3 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer . 
<400> 3 

TGTCACAGTC CCCAACACCA 

<210>4. 
<211> 19 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
<400> 4 

CCGAAGCATG TGGAAAGCA 

<210> 5 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: probe 
<400> 5 

TGTCACCTCC CACGGCCCG 
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